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CRP Data Review for Certification

Date: December 4, 2012
Package: 0.4mL Advantage® !l Tube in Foil Pouch 12/12/40 for Small Dog and Small Cat
GLM: 12445 (1D # 38993)

Fallure level

Each child was given ten pouches containing tubes. The tubes are not child-resistant. Access
to nine was considered a failure. Any opening or leakage was considered a failure.

Child received

At the beginning of each test period, the ¢hild received ten pouches. The pouches contained
water filled tubes. The tubes were not child-resistant.

Age distribution
for children

50 children

Age 42-44 months 30% {7 males, 8 females)
Age 45-48 months 40% {10 males 10 females)
Age 48-51 months 30% (8 males, 7 females)

Access rate

0 children accessed nine pouches in the first five minutes
0 children accessed nine pouches in the second five minutes

0 children accessed in the full ten-minute test period
A total of 50 children were tested,

First five minutes: 100% Child Effectiveness

Fulf ten minutes:  100% Child Effectiveness

Sites

A total of 13 sites were used to complete the testing of the children. A complete list of site
information is detailed in the report.

Site 0838: 2 children, Site 1077: 2 children, Site 1275: 2 children, Sile 3460: 4 children,
Site 3467 2 children, Site 3484: 2 children, Site 447 t; 2 children, Site 5508: 2 chifdren,
Site 7096: 8 children, Site 7272: 10 children, Site 7310: 4 children, Site 7349: 4 children,
Site: 7350. 6 children

Testers

A total of 7 testers were used to complete the panel.
Tester 84: 12 children, Tester 75; 12 children, Tester 35: 8 children, Tester 83: 8 children,
Tester 74: 6 children, Tester 31: 2 children, Tester 77: 2 children

Findings

This analysis shows that the package described herein meets the
requirements of 40 CFR Part 157.

Pata collected
and verified by:

Great Lakes Marketing

3361 Executive Parkway

Toledo, Chio 43606

Lori Mitchell Dixon, PhD, Project Birector
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Child-Resistant Packaging (CRP) Child Panel Test of 0.4mL Advantage® Il
Tube in Foil Pouch 12/12/40 for Small Dog and Small Cat

1. Introduction and Purpose

Bayer Animal Health, Shawnee, Kansas, has been marketing Advantage® II containing 9.1%
imidacloprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for the
control of fleas (all stages) for several years. This product is sold in four different volumes for
dogs and three different volumes for cats. The volumes are based on body weight bands.
Canine dosages are 0.4-mL (for dogs up to and including 10 Ibs body weight), 1.0mL (for
dogs between 11 and 20 Ibs), 2.5mL (for dogs between 20 and 55 Ibs) and 4.0mL (for dogs
greater than 55 Ibs). Dose amounts (mL) are filled in individual tubes and each dose size
(mL) is currently available in two different package quantities — a 4-tube blister package and
a 6-tube blister package. Feline dosages are 0.23mL (for cats and Kittens 8 weeks and older
and under 5 Ibs), 0.4mL (for cats and kittens 8 weeks and older and 5 to 9 Ibs) and 0.8mL
(for cats 8 weeks and older and 9 Ibs and over). As with the canine presentations, the dose
amounts (mL) are filled in individual tubes and each dose size (mL) is available in two
different package quantities-a 4-tube blister package and a 6-tube blister package.

Instead of marketing the tubes in a blister package, Bayer Animal Health now wants to market
the product in a “freasure chest” outer box containing a certain number (4 or 6) of single
pouches (a single tube enclosed in a child-resistant pouch). The single pouches are made from
aluminum foil (material# 01446067; PET/AL/PE 12/12/40 and/or (material# 80685238
PET/AL/PE 23/12/50) for all sizes (volumes) of the existing tubes based on the results of the
child-resistant package (CRP) testing. The selected single pouches will be packaged in one of
two sizes of " treasure chest boxes” (4-tubes pack/ box dimension 108 x 34 x 120 mm & 6-tubes
pack/ box dimension 108 x 34 x 168 mm).

As the acute toxicity for the Advantage® If formulation in a [aboratory animal study with adult rats
was below the 1500 mg/kg criteria of 40 CFR Part 157.22(a)(1) and as the product will be
recommended for residential use, the product must be packaged in a child-resistant packaging.
Based on an earlier CRP testing, the individual tubes alone did not qualify as child-resistant, and
therefore were soid in child-resistant blister packages. Thus, the component of the single
pouches, the aluminum pouch (and not the enclosed tube), is designed to be child resistant.
After discussions with Dr. Rosalind Gross of EPA for the development of the original CRP blister
packaging, Bayer Animal Health had agreed to the following criteria for child-resistant packaging
testing.
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Calculation of the Toxic Dose to a Child

The acute oral 1.Dsofor Advantage® |l product (formulation with 9.0% imidacioprid and
0.48%pyriproxyfen) was determined to be 1,098 mg/kg for female rats.”

The number of different sized (volume) tubes that would have fo be ingested to induce
toxicity in a 25 ib (11.4 kg) child is summanzed in Table 1. "Toxic dose” for this product
as defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is
the acute oral LDso valtte. The density of the product, 1.092 g/mL, was used in the
supporting calculations. Therefore, the toxic dose for a 25 |b (11.4 kg) child amounts to
11.5 mL of Advantage® I formulation.

Tahle 1.
Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Failure Criteria

Advantage® Il N;’s', ?Liibiioiﬁ??ﬁﬁﬁe Test Failure Criteria (F)
Tube Size (mL) Chitd (# Tubes Accessed by a Chiid)

0.03 50 (49.9) g

0.4 29 (28.7) 9

0.8 15 (14.4) 9

10 15 (11.5) 9

25 5 (4.6) 5

4.0 3(2.9) 3

*Nurmber in the parenthesis is rounded off to the next higher integer. All tubes are single use only, which means
each tube contents are used as a single application.

**Per EPA guidance, accessing a minimum of 9 tubes are recommended as the test failure criteria for child panel
testing when 9 tubes represent a toxic dose for a child.

Child-Resistant Package (CRP) Testing of Single Pouches

Bayer's Advantage® Il single pouches will be made from two different aluminum (AL) foil
types. Each aluminum foil contains a layer of polyethylene terephthalate (PET) on the outside
and a layer of polyethylene (PE) on the inside. The specifications for the two foil types are as
follows: 1) PET/AL/PE; 12/12/40 microns (material# 01446067) and 2) PET/AL/PE; 23/12/50
microns {(material# 80685238},

TMRID No. 47089411, "An acute oral LDsp study in the rat with M880 Insecticide,” EPA
Guideline No. 870.1100, Bayer Report No. 756922 (1D No. 23792}, D.A. Eigenberg, 2007,

34 pp.
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Bayer has conducted CRP testing of single pouches each one containing a 4.0mL, 2.5miL,
1mk., 0.8mL, 0.4mi or 0.23ml tube. The first 4 sizes will continue to be marketed for use in
dogs and the last three sizes will continue to be marketed for use in cats. Please note, 0.4ml
size is common for both dogs and cats. Therefore, the CRP testing of single pouches made
from 12/12/40 aluminum foil type or 23/12/50 aluminum foil type for all sizes of the product
would include for each foil type 6 CRP studies (i.e., 6 child panels + 6 senior adult panels) for
the dogs and cats. As a guideline requirement for the CRP testing, all plastic tubes were filled
with appropriate filt volume of pure water.

The pouch specifications, identification details, and photographs for the pouch tested are
presented in Appendix 3

Child-Resistant Packaging (CRP) Child Panel Test of 0.4mL Advantage® il Tube in Foil
Pouch 12/12/40

Great Lakes Marketing Research (GLM) conducted a child panel test of 0.4mL Advantage® I
Tube in Foil Pouch 12/12/40, Batch No. KPO7VF9, using a panel of 50 children aged 42-51
months. The test protocol prescribed in the Federal Register, Title 16, Part 1700.20 was
followed.

Page 4 of 7



Photographs

Ten pouches {12/12/40), each containing a 0.4mL tube, as given to a child
for testing (GLM Project No, 12445,
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Photographs

Ten pouches (12/12/40), each containing a 0.4mL tube, as given to a child
for testing. One pouch shows ifs reverse side (GLM Project No. 12445),
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Photographs

Scissors were used for a demonstration by the tester only. A pouch
(12/12/40) is photographed showing one end of the pouch cut off with
the scissors and the 0.4mL tube is removed from the pouch (GLM
Project No. 12445).
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Appendix 2
CRP Data Review for Certification (Adult
Panel) — ID 38994
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Senior Panel

3361 EXECUTIVE PARKWAY, SUITE 201 | TOLEDO, OH 43606
TEL 419.534.4700 | FAX 4i9.531.8950 | wWwW.GLM.COM

CRP Data Review for Certification

Date: December 05, 2012
Package: 0.4mL Advantage® Il Tube in Pouch Foil 12/12/40 for Small Dog and Small Cat
GLM: 12445 {ID # 38994)

Fallure tevel

Failures include those who were unable to open the first pouch and tube, or the second pouch
and tube, or unable to open the second pouch and tube in the required 80 seconds.

Adult received

Atthe beginning of each test period, the adult received one pouch. The adult was allowed up to
five-minutes to familiarize themselves with opening the pouch and the tube. The second pouch
the adult received required them to open both the pouch and the tube within the one-minute
test period.

Age distribution
for adults

100 adults

Age 50-54 years 25% (8 males, 17 females)
Age 55-89 years 25% {7 males, 18 females)
Age 80-70 years 50% {15 males, 35 females)

Access rate

0 adults failed to open package A pouch

1 adults failed to open package A tube

0 adults failed to open package B pouch

0 adults failed to open package B tube

1_adult failed to open package B pouch and tube in the required 80 seconds
2 total failures

98.0% Senior Adult Use Effecliveness

Sites

A total of 12 senior adult test sites were used,

Site 107: 16 adults, Site 128: 16 adults, Site 246: 13 aduits, Site 018; 12 adults,

Site 200: 12 adults, Site 004: 9 adults, Site 045: 7 adults, Site 022: 6 adults, Site 094 4 adults,
Site 119: 2 adults, Site 144: 2 adults, Site 003: 1 adult

Testers

A total of 8 testers were used.
Tester 71: 24 adults, Tester 76: 22 adults, Tester 88: 17 adults, Tester 85: 16 aduiis,
Tester 30: 14 adults, Tester 38: 4 adulis, Tester 61: 2 adults, Tester 40: 1 adult

FIndings

This analysis shows that the package described herein meets the
requirements of 40 CFR Part 157.

Data collected
and verlfied by:

Great Lakes Marketing Research

3361 Executive Parkway

Toledo, Ohio 43606

Lori Mitchell Dixon, PhD, Project Director

Page 10f 8

10




2 ) e\'-\

-

Package Description: 0.4mL Advantage® Il
Tube in Pouch Foil 12/12/40

Child-Resistant Packaging (CRP) Senior Adult Panel Test of
0.4mL Advantage® Il Tube in Pouch Foil 12/12/40

1. Introduction and Purpose

Bayer Animal Health, Shawnee, Kansas, has been marketing Advantage® Il containing
9.1% imidacloprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for
the control of fleas {all stages) for several years. This product is sold in four different
volumes for dogs and three different volumes for cats. The volumes are based on body
weight bands. Canine dosages are 0.4-ml. (for dogs up to and including 10 Ibs body
weight), 1.0-mL. (for dogs between 11 and 20 Ibs), 2.5-ml. {for dogs between 20 and 55
lbs) and 4.0-mL (for dogs greater than 55 Ibs). Dose amounts {mL} are filled in individual
tubes and each dose size (mL) is currently available in two different package quantities —
a 4-tube blister package and a 6-tube blister package. Feline dosages are 0.23-mL (for
cats and kiftens 8 weeks and older and under 5 Ibs), 0.4-mL. (for cats and kiitens 8 weeks
and older and 5 to 9 Ibs} and 0.8-mL (for cats 8 weeks and older and 9 Ibs and over). As
with the canine presentations, the dose amounts (mL} are filled in individual tubes and
each dose size {ml.) is available in two different package quantities- a 4-tube blister
package and a 8-tube blister package.

Instead of marketing the tubes in a blister package, Bayer Animal Health now wants to
market the product in a "treasure chest” outer hox containing a certain number {4 or 6} of
single pouches (a single tube enclosed in a child-resistant pouch). The single pouches are
made from aluminum foil {material# 01446067; PET/AL/PE 12/12/40 and/for {material#
80685238 PET/AL/PE 23/12/50) for all sizes (volumes} of the existing tubes based on the
results of the child-resistant package (CRP} festing. The selected single pouches will be
packaged in one of two sizes of ” treasure chest boxes" (4-tubes pack/ box dimension 108 x
34 x 120 mm & B-tubes pack/ box dimension 108 x 34 x 168 mm).

As the acute toxicity for the Advantage® Il formulation in a laboratory animal study with adult
rats was below the 1500 mg/kg criteria of 40 CFR Part 157.22(a)(1) and as the product will
be recommended for residential use, the product must be packaged in a child-resistant
packaging. Based on an earlier CRP testing, the individual tubes alone did not qualify as
child-resistant, and therefore were sold in child-resistant blister packages. Thus, the
component of the single pouches, the aluminum pouch (and not the enclosed tube}, is
designed to be child resistant. Afier discussions with Dr. Rosalind Gross of EPA for the
development of the original CRP blister packaging, Bayer Animal Health had agreed to the
following criteria for child-resistant packaging testing.
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Calculation of the Toxic Dose to a Child

The acute oral LDsefor Advantage® 1l product (formulation with 9.0% imidacloprid and
0.48%pyriproxyfen) was determined to be 1,098 mg/kg for female rats.’

The number of different sized (volume) fubes that would have to be ingested to induce
toxicity in a 25 Ib {11.4 kg) child is summarized in Table 1. "Toxic dose" for this product as
defined in 40 CFR Part 157.22 ard that confirmed by Dr. Rosalind Gross of US EPA is the
acute oral LDse value. The density of the product, 1.092 g/mL, was used in the supporting
calculations. Therefore, the toxic dose for a 25 Ib (11.4 kg) child amounts to 11.5 mL of
Advantage® Il formulation.

Table 1
Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Faiiure Criteria
Advantage® | No. of Tubes* Constitute . .
Tube Size as Toxic Amount for a g;%iiiﬂig;t:é? éF)a Child)
(mL) Child Y
0.23 50 {49.8) g**
0.4 29 (28.7) 9
0.8 15 (14.4) 9
1.0 12 {11.5) g
2.5 5 (4.6) 5
4.0 3(2.9) 3

*Number in the parenthesis is rounded off to the next higher integer. Ali tubes are single use oniy, which means
each tube contents are used as a singie application.

**Per EPA guidance, accessing & minimum of 9 tubes are recommended as the test faifure criteria for child
panel testing when 9 tubes represent a toxic dose for a child.

Child-Resistant Package (CRP) Testing of Single Pouches

Bayer's Advantage® Il single pouches will be made from fwo different aluminum (AL} foil
types. Each aluminum foil contains a layer of polyethylene terephthalate (PET) on the
outside and a layer of polyethylene (PE) on the inside. The specifications for the two foil
types are as follows: 1) PET/AL/PE; 12/12/40 microns {material# 01446067) and 2)
PET/AL/PE; 23/12/50 microns (material# 80685238).

TMRID No. 47089411, "An acute oral LDsg study in the rat with M880 Insecticide,” EPA
Guideline No. 870.1100, Bayer Report No, 75922 (ID No, 23792), D.A. Eigenberg, 2007,
34 pp.
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Bayer has conducted CRP testing of single pouches each one containing a 4.0mL, 2.5mL,
1mL, 0.8mL, 0.4mL, or 0.23ml. tube. The first 4 sizes will continue to be marketed for use in
dogs and the last three sizes will continue to be marketed for use in cats. Please note,
0.4mL size is common for both dogs and cats. Therefore, the CRP testing of single pouches
made from 12/12/40 aluminum foil type or 23/12/50 aluminum foil type for all sizes of the
product would include for each foil type 6 CRP studies (1.e., 6 child panels + 6 senior adult
panels) for the dogs and cats. As a guideline requirement for the CRP testing, alt plastic
tubes were filled with appropriate filf volume of pure water.

The pouch specifications, identification details, and photographs for the pouch tested are
presented in Appendix 3.

Child-Resistant Packaging (CRP) Senior Adult Panel Test of 0.4mL Advantage® I}
Tube in Pouch Foil 12/12/40

Great Lakes Marketing Research (GLM) conducted a senior adult panel test of C.4mL
Advantage® Il Tube in Pouch Foil 12/12/40, Batch No. KPQ7VF2, using a panel of 100
seniors aged 50-70. The test protocol prescribed in the Federal Register, Title 16, Part
1700.20 was followed.
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Photographs

The pouch (12/12/40), opening instructions, and a pair of scissors
presented to the senior adults for testing (GLM Project No. 12445).
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Photographs

The pouch (12/12/40) as opened by the senior adult and the 0.4mL tube
removed (GLM Project No. 12445).

Paga 6 of &
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Photographs

The 0.4mL tube as opened by the senior adult with the cap reversed to
break the seal (GLM Project No, 12445).
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Photographs

The cap removed from the 0.4mL fube by the senior adult to empty the
contents in a plastic cup (GLM Project No. 12445).
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ATTACHMENT FOR
APPLICATION FOR PESTICIDE REGISTRATION
December 14, 2012

Advantage II Small Dog (EPA Reg. No. 11556-128)

Purpose of Registration Action: Please find enclosed for the Agency’s review and
acceptance revised draft labeling, dated 12/12/12, for the subject product. The revisions
to this label are only reflective of our enclosed proposal for an additional new child-
resistant packaging. There have been no revisions of any efficacy claims. Please see the
highlighted version of the draft label that shows the changes.

We currently have acceptable CRP packaging (designated as OPTION 1) data on file
with the Agency (and the respective CRP Certification letters), but it is our desire to
replace the current packaging with a different CRP packaging material (designated as
OPTION 2). To do so, we also needed to revise the opening instructions. These new
opening instructions were used in the enclosed Child-resistant packaging testing studies,

Packaging: Based on earlier CRP testing, the individual tubes alone did not qualify as
child-resistant, and therefore were sold in child-resistant blisters. The current packaging
for the products (designated as OPTION 1) has an outer cardboard carton with the tubes
in a child-resistant blister. Instead of marketing the tubes in a blister pack, Bayer Animal
Health would like the option (designated as OPTION 2) to market the product in a sealed
“treasure chest” outer box containing a certain number (4 or 6) of single pouches (a
single tube enclosed in a child-resistant pouch). The single pouches are made of
aluminum foil [material# 01446067; PET/AL/PE 12/12/40] for the existing tubes.

© &
Lceeetd
&

The single-tube pouches will be packaged in one of two sizes of “treasure chest” outer,

boxes (4-tube pack/box dimension 108 x 34 x 120 mm or 6 tube pack/ box giiﬁénsion 108
X 34 168 mm). However, the component of the single pouches, the alunﬁfﬁ,um .pzquch and:«

not the tube or box), is designed to be child resistant. “eet T

Labeling Changes: The only proposed change to the draft labeling is: e Decele

Page 4: Addition of new opening instructions (OPTION 2) — see especfall§ ’
Page | of 2

Amendment 12-14-12 Adv 11 Small Dog Att.doc
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highlighted draft label.

No other substantive changes have been made to this label, except for those listed above,
Therefore, as soon as the data are reviewed and found acceptable, we hope that these
changes to the label can be accepted by the Agency for this product, as well as, for the
revised labels of the other Advantage II dog products — Advantage II Medium Dog,

Advantage II Large Dog, and Advantage II Extra Large Dog - submitted concurrently
with this application.

If there are any questions regarding these revisions, please contact us immediately
[doug.spilker@bayer.com ; (913)-268-2751].
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| "% UNITED STATES FNVIRONMENTAL PROTECTION AGENCY
' 3 WASHINGTON, D.C. 20480
4%1 Fﬁﬂﬁ'&\ D
ecember 27, 2012 QFFICE OF CHBJWICAL SAFETY

AHD POLLUTION PREVENTIGN

BAYER HEALTHCARE LLC
PO.BOX : 390
SHAWNEE MISSION, KS 66201-0390

Report of Analysis for Compliance with PR Notice 11-03

Thank you for your submittal of 19-DEC-12. Our staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 11-03. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.
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21-Day Screen of Amendment
(Completed by Contractor)

21-day Expires on ,/7/3

Document Part Of: ,/545¢- 25
MRID, If Any: YIp 236

Content Screen: Recommended to
Pass/Fail

11-3 Review: @F ailed/NA
Overall Status: fljafsﬂ/Fail

Document returned to:

33
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PRIA 2 — 21 Day Content Screen Review Worksheet
(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: iR-19. 2012
Experts In-Processing Signature: Al Date 12-26~2012- Fee Paid: Yes !
Division management contacted on issues No Yes Date

EPA Reg. Number: |1585¢ - 128 EPA Receipt Date: 13 - 19~ OI2

Items for Review Yes | No | N/A®

Application Form (EPA Form 8570-1)(link to form) signed & complete )<
including package type

Confidential Statement of Formula all boxes completed, form signed, and ><

dated (EPA Form 8570-4) (Link to form)

a) All inerts (link to http://www.epa.gov/opprd00 Hinerts/), yes no
including fragrances, approved for the proposed uses (see

Footnote A) o neric 4o reaiew

Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to X
form) completed and signed (N/A if 100% repack)

Certificate and data matrix consistent

If applicant is relying on data that are compensable, is the offer yes | no
to pay statement included. (see Footnote B)

If applicable, is there a letter of Authorization for exclusive use only.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to form)
4 | completed and signed (N/A if source is unregistered or applicant owns the ){
technical)

Data Matrix (EPA Form 8570-33) (Link to form) both internal and external ><
copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100%
repack)

_ yes | no
a) Selective Method (Fee category experts use) X

b) Cite-All (Fee category experts use)

¢) Applicant owns all data (Fee category experts use)

5 Copies of Label (link to http://www.epa.gov/oppfeadlfabeling/trm/)

6 | (Electronic labels on CD are encouraged and guidance is available)( link to K
http:/fwww.epa.gov/peslicides/regulating/registering/submissions/index.htm#labels

)




Is the data package consistent with PR Notice 86-5 (link to PRN 86-3)

Notice of Filing (link to

http:/www.epa.gov/pesticides/regulating/tolerarnce petitions.htm) included
with petitions (link to
http://www.epa.gov/pesticides/regulating/tolerances.htm)

If applicable for conventional applications, reduced risk rationale (link to
hitp://www.epa.gov/opprd001/workplan/reducedrisk.htmI)

10

Required Data (link to

http://www.epa.gov/pesticides/regulating/data _requirements.htm) and/or
data waivers. See Footnete C.

a) List study (or studies) not included with application
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Comments:

°* Wo CSF — no wers o eviww
° Submitted ofdies pasced PR W3 review

° Arnwndment PASSED

kAR: Y40 2.3

* N/A - Not Applicable

Footnotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances, are approved for the proposed uses. If an
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for
example, removing the inert, substituting it with an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3)
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and may require submission of data. All information, forms. data and
documentation resolving the inert issue must have been received by the Agency or the
application withdrawn within the 21 day period. otherwise. the Agency will reject the
application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a product is currently registered by consulting the inert Web
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site [link to hitp:/fwww.epa.gov/opprd001/inerts/lists.ntml] and if the inert is not
approved, to obtain the necessary inert approval prior to submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site.
Simple typographical errors in the name or CAS number have resulted in processing
delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch (IIAB) at fuertsbranch @epa.gov and resolve the issue. Copies of the
correspondence with IIAB resolving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by IIAB. The ITAB should also be contacted
for any questions on what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch [Link to

http://www.epa.covioppbppd 1/biopesticides/contacts bppd.litm].

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information [link to http.//www.epa.gov/opprd00 1/inerts/tips.pdf] must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance) must be identified. In some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients in a proprietary blend (including fragrances)
cannot or are not identified or provided within the 21-day content review period, the
Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CSFs

All applications excent conventional new products and PIPs

Once an unapproved inert is identified on a CSF, the Agency will contact the
applicant with the following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommodate
the inert review/approval process;

4
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified.

Conventional New Product Applications

When the Registration Division identifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. {This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee

category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

PIP Apvplications

When the Biopesticide and Pollution Prevention Division identifies an
unapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following
options:

1. Correct the application by, for instance, correcting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been
approved, or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If an inert ingredient tolerance exemption petition is
required, the petition must be received by the Agency and the B903 fee paid
within the 21 day period. If this option is selected and implemented, the
Agency will discuss harmonizing the timeframe for both actions.

5



3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of
the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical) new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed into either R301 or
A531. The Agency recommends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers
prior to submitting their application to the Agency. Documentation of such discussions
shouid be submitted with the study waiver.
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December 21, 2012
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-473348

EPA File Symbol or Registration Number: 11556-128
Product Name: ADVANTAGE I SMALL DOG
EPA Receipt Date: 19-Dec-2012

EPA Company Number: 11556

Company Name: BAYER HEALTHCARE LL.C

DOUGI.AS A. SPILKER

BAYER HEALTHCARE LLC

ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS  66201-0390

SUBJECT: Receipt of Registration Amendment Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your amendment and certification of
payment. If you submitted data with this application, the results of the PRN-2011-3 screen will
be communicated separately. During the administrative screen, the Office of Pesticide Programs
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act.

The Action has been identified as Action Code: R340

AMENDMENT;NON-FAST TRACK;REVIEW WITHIN RD, E.G. PRECAUTIONARY
LABELING;

No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703) 308-9362.

Sincerely,
7-1\}%

Front End Processing Staff
Information Technology & Resources Management Division
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Fee for Service] 1928423%~

This package includes the following - for Division
© New Registration | ©AD
©® Amendment “BPPD
®RD
HStudies? U Fee Waiver? ik M 1
is r.
Uvolpay % Reduction: J
Receipt No. S-1 928423
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 12/20/2012

B This item is NOT subject to FFS action.

Action Code: Parent/Child Decisions:
Requested: /632[ J
Granted: /Pt%

Amount Due: $ k 5/7

Inert Cleared for Intended Use Uncleared Inert in Product

Reviewer: W Date: /c::)%l///j_
g, .
Remarks:
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Doug Spilker

From:
Sent:
To:
Subject:

paygovadmin@mait.doc.iwai.gov

Thursday, December 13, 2012 8:55 AM

Doug Spilker

Pay.gov Payment Confirmation: PRIA Service Fees

Your payment has been submitted to Pay.gov and the details are below. If you have any questions
regarding this payment, please contact Pay.gov Customer Service by phone at {800) 624-1373 or by email

at pay.gov.clev@clev.frb.org.

Application Name: PRIA Service Fees
Pay.gov Tracking ID: 258T1USN

Agency Tracking ID: 74387651480
Transaction Type: Sale

Transaction Date: Dec 13, 2012 9;:54:55 AM

Account Holder Name: Douglas A. Spilker
Transaction Amount: $3,617.00

Billing Address: 12707 Shawnee Mission Parkway
City: Shawnee

State/Province: KS

Zip/Postal Code: 66216

Country: USA

Card Type: MasterCard

Card Number: ¥¥erskaixk 576

Decision Number:

Registration Number: 1155612&_,)

Company Name: Bayer HealthCare, LLC-AH
Company Number: 11556
Action Code: R340

THIS IS AN AUTOMATED MESSAGE. PLEASE DO NOT REPLY.

oo
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Memorandum

Date: 2 [ 25 | o>

To: Pm 0] , Regulatory Manager

From: Information Services Branch, ITRMD

Your receipt of this data submission is not an
indication that MRIDs for the enclosed studies have
been posted to OPPIN.

We expect that it will be approximately 5 days
from the above date before the study-level data is
available in OPPIN.

If you have any questions about this process,
please contact Teresa Downs (305-5363).

This is a: @lly accepted submission
[ partially accepted submission
] rejected submission
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

ﬁﬂuOHMpQ

‘s““ao 3}'4}.6:3\
y 7 OFFICE OF
zZ CHEMICAL SAFETY AND
g POLLUTION PREVENTION
JAN 10 2013
Dr. Douglas A. Spilker
Bayer Healthcare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, KS 66201-0390
Subject: Notice of Extension of Conditional Registrations until January 17, 2015

Dear Dr. Spilker:

This letter is in reference to your applications dated November 28, 2012, in which you
request to extend the following, conditional registrations:

Advantage Il Medium Dog EPA Reg. No. 11556-125
Advantage II Large Dog EPA Reg. No. 11556-127
Advantage II Small Dog EPA Reg. No. 11556-128
Advantage II Exfra Large Dog EPA Reg. No. 11556-130
Advantage II Kitten EPA Reg. No. 11556-150
Advantage II Small Cat EPA Reg. No. 11556-151
Advantage Il Large Cat EPA Reg. No. 11556-152

The above-referenced registrations contain conditions calling for the registrations to
expire two years from the date the products are first released for shipment (i.e., January 17,
2013). Additionally, Bayer is required to adhere to the spot on label mitigation, and fo submit
quarterly enhanced incident reports and quarterly sales information for each of the above
registrations.

The Agency has found Bayer to be in compliance with the terms and conditions for the
subject products, and is therefore is granting the request to extend the 2-year time-limited
registration restrictions. As such, the following changes are being made to the terms and
conditions for the products listed above:

o The 2-year time-limited registration restrictions have been extended for an
additional 2 years. The new expiration dates for the registrations listed above are
January 17, 2015,
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Please note that these products are still subject to all other previously required conditions
of registration. If Bayer wishes to remove the time limitations altogether, please submit to the
Product Manager an amendment application for each product to change the terms and conditions
of the registration. Please include with your submission a written rationale for the removal of the
time limitation. As you remember, the Agency included this time limitation as a condition of
registration for your products to allow for the post-market surveillance’ of these products.
Therefore, we recommend that you include in your rationale the following information, along
with any additional information or analyses you think would be helpful to the agency (e.g.,
tables, charts, information on stewardship activities, etc...): '

* A summary and analysis of the incidents received associated with these products,
including information on the following:
o A comprehensive analysis of incident rates per doses distributed;
o An analysis of historical incident trends since the products’ release into the
marketplace;
o An analysis of historical incident trends by weight range of animal, breed, weight
range of product, ete. .,
o If these products are also registered in the European Union or Canada, information on
incident rates per doses distributed and trends in those countries.

Please also note that requests to remove the expiration date condition are not subject to
PRIA fees and do not have to be submitted under PRIA. However, these would also not be
considered 90-day, fast-track submissions in order to allow the EPA enough time to fully
evaluate the information provided. After receiving these submissions, the EPA will consider the
incidents received since the initial registration; review the information and rationale provided;
and make a decision on the request.

If you have any questions, please contact the product manager, Venus Eagle, at
eagle.venus@epa.gov or (703) 308-8045,

Regards,

Meredith Laws, Chief

Insecticide-Rodenticide Branch
Registration Division (7505P)

D http:/fwww.epa.gov/pesticides/health/spot-on-meetings.html
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(
FAST-TRACK AMENDMENTS - Completeness Screening Checklist

_ ) T
Expert's In-Processing Signature: {1%\:\?\{‘_,‘\\\ P\B Date: __ z[ é}( :2 PM #

q-1CF

EPA Reg. Number: 1 ] % (Zb — 115 | EPA Receipt Date: }/ -

2 e

,139

Application Form (EPA Form 8570-1) - signed?

Confidential Statement of Formula (EPA Form 8570-29) - signed?

signed?

Certification with Respect to Citation of Data (EPA Form 8570-34) -

Formulator’'s Exemption Statement (EPA Form 8570-27) - signed?

Data Matrix (EPA Form 8570-35) [Applicable for adding me-too uses]
- signed?

a} Selective Method?

b) Cite-All Method?

¢) Public copy of Matrix provided? See PR Notice 98-5

Is Label included? (5 copies)

a) Electronic Label submitted?

Comments:

G of <
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Enter More information

EB-NOV««ZU? 2

0-how-2012

EG-NOV—20‘1 2

}34~Dec-201 2 i
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December 4, 2012

DR. BRUCE MARTIN
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION
PO Box 390
SHAWNEE MISSION, KS 66201-0390

PRODUCT NAME: ADVANTAGE Il SMALL DOG
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 11556-128

EPA RECEIPT DATE: 11/30/12

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

(
UNITE. ATES ENVIRONMENTAL PROTECTIC SENCY
' WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

The Office of Pesticide Programs has received your application for an amendment and it

has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

Hyou have any questions, please contact Registration Division, Risk Management Team

1, at (703) 308-8045.

Sincerely,

Front End Processing Staff
Information Services Branch

Information Technology & Resources Management Division
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Fee for Service] 19274547~

This package includes the following " for Division
O New Registration | °AD
O
® Amendment BPPD
®*RD
HStudies?  HFee Waiver? ik M 1
is r.
DUvolpay % Reduction: J
Receipt No. S-| 927454
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 11/30/2012

- This item is NOT subject to FFS action.

Action Code: | Parent/Child Decisions: !;
Requested: |

Granted:;

Amount Due: $

Inert Cle>r<ad for Intended Use Uncleared Inert in Product

Reviewer:__/ ) = Date:_ \2-\\

T

Remarks:
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Bayer HealthCare
Animal Health

Fia Federal Express

November 28, 2012

Document Processing Desk (Non-PRIA Action)
Office of Pesticide Programs (7505P)

U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PM 01

Subject:  Request for Extension of Time-limited Registrations for the Bayer HealthCare LLC
. Animal Health
Sfollowing products: P.O. Box 390
Advantage 1l Medium Dog (EPA Reg. No. 11556-125) Shawnee Mission, KS §6201-0390

Advantage Il Large Dog (EPA Reg. No. 11556-127)
Advantage I Small Dog (EPA Reg. No. 11556-128)
Advantage Il Extra Large Dog (EPA Reg. No. 11556-130)

Dear Ms. Eagle:

Reference is made to the current registrations of the subject products, and
the Agency’s letier to us, dated September 20, 2011 (received October 11,
2011), regarding “Implementation of Label Changes to Pet Spot-on
Products.” In that letter, certain actions were required by us, the registrant,
to maintain these registrations. These registrations were designated as
“Time-limited” with an expiration date of January 17, 2013. Since we
have complied with the conditions of the aforementioned Agency letter, we
request an extension of these registrations, until such time as to allow us to
pursue the complete removal of the time limitations,

On November 7, 2012, the Agency accepted draft labeling, dated
09/25/2012, for each of the subject dog spot-on products with the
appropriate  revisions outlined in the aforementiomed EPA
“Implementation” letter, and subsequent requests of the Agency. Also as
required, we submitted the respective printer’s proofs of each of the
elements of the Final Printed Labeling (packaging) for these products.

Eagle 112812 Adv 1t Dog fetter.doc
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Furthermore, we have submitted the required quarterly enhanced incident
reports for these products beginning with the products’ initial releases for
shipment (6 quarters). Adverse incident reports have been and continue to
be monitored in accordance to the stipulations of the conditional
registration. Analysis of the accumulated incident reporting for the initial
eighteen (18) months of commercial distribution of the Advantage 11 Dog
registrations indicate occurrence rates to remain very rare. Actual rates
(expressed as the ratio incident : doses sold) were 1:12,791, 1:15,601,
1:15,566 and 1:12,277 for the Small Dog, Medium Dog, Large Dog and
Extra Large Dog respectively.

Since we have complied with the conditions of the aforementioned
Agency’s letter to us, dated September 20, 2011, we request an extension of
these registrations as soon as possible, since these registrations have an
expiration date of January 17, 2013. Enclosed are additional draft copies
of the EPA stamped-accepted labels for these products (only the internal
version code and date of draft has changed) for your use in processing this
request.

In a separate submission, we will be provide an analysis of the submitted
enhanced incident reports of these products showing that there is no longer
a need for these products to have time-limited registrations based on the
safe use history of these products on the respective companion animals.

If you have any questions, please do not hesitate to call (913-268-2751).

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug.Spilker@Bayer.com

Enclosures:
1}  Advanatge 11 Small Dog - Application
2)  Advantage 11 Small Dog - Draft label, dated 11/28/12 {1 copy)
3)  Advanatge Il Medium Dog - Application
4)  Advantage Il Medium Dog - Drafi label, daled 11/28/12 (| copy)
3)  Advanatge Il Laree Dog - Application
6)  Advantage 11 Large Dog - Draft label, dated 11/28/12 {1 copy)
7)  Advanalge Il Extra Large Dog - Application
8) Advantage 11 Exira Large Dog - Draft 1abel, daled 11/28/12 (1 copy)
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1ease resd inslructions on reverse befors completny form. Ferm Approved. OMB No. 2070-3060

- United Stotes Registration OPP ldentifisr Humbet

‘\",EPA Environmantal Protection Agency x | Amendment
Washingten, OC 20460 Other
Application for Pesticide - Section |

1. Company/Praduct Numbs: 2. EPA Product Manager 3. Proposed Classification

11556-128 Venus Eagle E_] Nots U Resircied
4. Company{Proeduct [INeme) PM¥

Advaniage Il Small Dog o1
5. Nome ond Address of Applicant finclude ZIP Codal 6. Expedited Reveiw. In accordance with FIFRA Section 3icl|3)
Bayer Healthcare LLC, Animal Health Division Ihi{i}, my product is simitar or identical in composition and labeling
P.O, Box 390 ta:

Shawnee Mission, KS 66201-0380 EPA Reg. No.

D Check if 1his is 8 new address Product Name
Section - ||
]_x} Amandment - Explain bafow. I—I Final printad lebalg In ropsonse to
Agency [atter daled

' _], Rozubmission in zospense 1o Agency letter detad _____ l:l "Mn Teo™ Application.

D Notilication - Exploin bolow. l:l Othet - Explain below.

Explanation: Use odditional pogntst if nacessary. tFar section [ and Saction I}

Non-PRIA Action: Bayer has complied with the condilions of the Agency's letter, dated Septemnber 20, 2011, and therefore requests
a time extension of this registration as soon as possible, since it has an expiration dale of January 17, 2013, Enclosed is a draft
copy of the EPA stamped-accepted label for this preduct {enly the intemal version code and date of draft has changed) for your use
in processing this request. Please see cover letter of 11/28/12 for more details. Email Contact: doug.spilker@bayer.com

Section - il

1. Matorial This Product Will Be Pockoegod In:

Child-Resistent Packaging Unit Packaging Wator Seluble Packaging 2. Typo of Conteiner
Yos Yos Yos Matat
:l H H Plastic
) No No No 1 Glass
. . If "Yas" No, par I "Yas" Mo. por Paper
* Camﬁqaﬂan must Unit Packaging wgt. conteiner Packege wgt containar Other [Spocilyt
be submitted l
3. Location of Nat Contents Information 4. Sizelsl Roteil Containar 5. Locotion of Labal Oitections
Lobal LJ Contsiner
6. Manner in Which Lebel is Allixed to Product Lithogroph I___J Othar
Papas gluad
Stenciled

g T
CCEGE©
o

Section - IV

I. Contact Point (Compiate tfams directly balow for identification of individuel to be contacted, if necessary, 1o process this app!r’car.“or J e,

Name Title Talophane Ne tlncluda Aron Code)
Douglas A. Spilker, Ph.D. Manager, EPA Reg. Affairs g13-0603-2751
Centification Cu { Gi Dato Ap,&.c:ﬁ:n
Roceivoé Coe

| conily that the stataments | have mode on this fasm and all attachmants thateto are true, accurate end complata,
I scknowledga that any knewlinglly false or mislesding staternant mey be punisheble by fine ot imprisonment or < oet {sta',f,lséd]

both undar sppl’coblo faw. [T
o
T

2. Signature 3. Titla Celrit
,/ Manager, EPA Reg. Affairs re e

4, Typed Nome S. Dats
Douglas A. Spilker, Ph.D. 2.8 N/ 2otz
EPA Form 8570-1 [Rov. 3-24] Provious editions ore obseleje. White - EPA File Copy toriginalt YeoRow - Applicant Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

MOV o 7 282

Douglas Spilker, Ph.D

Bayer HealthCare L.LC, Animal Health Division
P.O. Box 390

Shawnee Mission, KS 66201-0390

Dear Dr. Spilker:

Subject: Amendment to update labels per spot on mitigation letter sent by the Agency
dated September 30, 2011
EPA Registration Nos./Product name:
11556-125, Advantage II Medium Dog
11556-127, Advantage II Large Dog
11556-128, Advantage 1T Small Dog o~
11556-130, Advantage II Extra Large Dog

The labeling referred to above submitted in connection with the Federal Insecticide,
Fungicide and Rodenticide, as amended are acceptable.

As a reminder, this registration is time-limited and expires January 17, 2013. You
must apply to extend the expiration and/or to change the terms of this registration.

Per the implementation of label changes for pet spot on products, the Agency has
reviewed a copy of the print ready label.

A stamped copy of the labeling is enclosed for your records. If you have any questions
regarding this label, please contact Autumn Metzger at (703) 305-5314.

Sidcerely,

—

Venus Eagle

Product Manager 01
Insecticide-Rodenticide Branch
Registration Division (7505P)
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language))

[Front panel]

Advantage® II Small Dog

Once-A-Month Topical Treatment for Fleas and Lice
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3 - 10 Ibs,

[Selected optional claims bulleted here from page 10 and/or 11]
*

*
%

Active Ingredients By Weight
Imidacloprid . .. ... o e 9.10%
Pyriproxyfen . .. o 0.46%
Other Ingredients. . . oo i i i i 90.44%
Total. . o e e 100.00%
EPA Est. 11556-XXX-X EPA Reg. No. 11556-128

KEE?P OUT OF REACH OF CHILDREN
CAUTION

See back panel for Precautionary Statements.
For Directions for Use, Storage and Disposal, and First Aid see package insert inside.

ACCEPTED

NOV ¢ 7 2012 DO NOT USE ON CATS

Under the Faderal Insscticide, Funglcide,

and Rodenticide Act, as amended, for the
pesticide registered under:

EPA. Reg. No: 115 9% 128

Advantage 11 Small Dog ib.doc Page 1 of 11

Icon size 1.5¢cm x 1.5¢cm
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

[Back Panel]

Advantage® II Small Dog

Once-A-Month Topical Treatment for Fleas and Lice
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3 - 10 1bs.

READ THE ENTIRE LABEL BEFORE EACH USE
For the Prevention and Treatment of Flea and Lice Infestations [on Dogs]

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

CAUTION: Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes
or clothing. Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on puppies under 7 weeks of age or weighing less than 3
Ibs. As with any product, consult your veterinarian before using this product on debilitated,
aged, pregnant or nursing dogs. Individual sensitivities, while rare, may occur after using
ANY pesticide product for dogs. If signs persist, or become more severe, consult a
veterinarian immediately. If your dog is on medication, consult your veterinarian before
using this or any other product.

Side Effects: Monitor your dog after application. Side effects, although very rare, may
include signs of skin trritation such as redness, scratching, or other signs of discomfort.
Gasfrointestinal signs such as vomiting or diarrhea have also been reported. If these or other
side effects (such as lethargy) occur, consult your veterinarian or call 1-800-422-9874.

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours, If applied to a cat
or ingested by a cat, contact your veterinarian.

lcon size 1.5cmx 1.5 ¢cm

For consumer questions call 1-800-255-6826.
For medical emergencies call 1-800-422-9874.

RESTRICTIONS:
¢ Use only on dogs 7 weeks and older. Do not apply to puppies or dogs weighing less
than 3 lbs. Do not use on other animals.

Advantage 1[ Small Dog ib.doe Page 2 of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

s Do not apply more than one (1) tube per treatment.
s Do not have contact or allow children to have contact with treated area untl
completely dry.

Net Contents: {X] Tube(s) each 0.014 {1. oz. (0.4 mL)
{Sample - Not for (Re)Sale]
Manufactured for
Bayer HealthCare LLC
Animal Health Division
P.O. Bax 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

Advantage 1 Small Dog ib.doe Page 3 of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

[Back Panel and/or Insert]

Advantage® II Small Dog

Once-A-Month Topical Treatment for Fleas and Lice
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3 - 10 lbs.

READ THE ENTIRE LABEL BEFORE EACH USE _
For the Prevention and Treatment of Flea and Lice Infestations Jon Dogs]

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

o<

HOW TO OPEN

l. Being careful not to cut close to the blister cavities, take scissors and cut off one
section of the card containing a single tube.

2. Take the separated section, and cut into the blister cavity across the small side, close
to the cap of the tube.

3, Peel off the foil, and take out the tube.

4, Repeat steps 1 to 3 for each tube.

HOW TO APPLY

. Remove one applicator tube from the package. See “HOW TO OPEN" section.

2. Hold applicator tube in an upright position facing away from you and your pet’s face
and eyes. Pull cap off tube.

[Visuals Depicting How to Open Applicator Tube]

3. Tumn the cap around and place other end of cap back on tube.

4, Twist cap to break seal, then remove cap from tube.

5. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until the skin is visible. Place the tip of the tube on the
skin and squeeze the tube to expel the entire contents directly on the skin. Do not get

this product in your dog’s eyes or allow your dog to ingest this product. Do not allow
the product to run off.

Advantage tt Small Dog ib.doe Page 4 of 11
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Reason To Issuc:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products™  Supersedes: 03/26/12 and
document 09/15/10

[Visuals Depicting Applicaticn To Animal]

6. Discard empty tube as described in the Storage and Disposal section.

7. Under normal conditions the product is effective for a month. However, in case of
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not
retreat more often than once every seven (7) days. After flea control is attained, return
to a monthly retreatment schedule.

PRODUCT INFORMATION

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of
dogs with Advantage® II Small Dog rapidly kills fleas within 12 hours which may reduce
the incidence of this condition. ~

Advantage® 11 Small Dog kills existing fleas on dogs within 12 hours. Reinfesting fleas are
killed within 2 hours with protection against further flea infestation lasting for four

(4) weeks. Pre-existing pupae in the environment may continue to emerge for six (6) weeks
or longer depending upon the climatic conditions.

Fleas, flea eggs, and flea larvae in the dog’s environment are killed following contact with an
Advantage® 11 Small Dog treated dog. Advantage® 1] Small Dog provides multi-stage flea
control effectively breaking all flea life-cycle stages for quick and lasting control of flea
populations.

Advantage® IT Small Dog kills adult fleas quickly, within 12 hours, inhibits the development
of immature flea life stages and prevents them from reaching the biting adult stage.

Advantage® 11 Small Dog kills [(biting) (chewing)] lice that infest dogs and puppies, and
prevents further infestations.

Advantage® 1] Small Dog is waterproof and remains effective following a shampoo
treatment, swimming or after exposure to rain or sunlight.

Monthly treatments are required for optimal contrel and prevention of fleas.

Advantage 11 Small Dag ib.doc Page 5 of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09725112
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

KEEP OUT OF REACH OF CHILDREN
CAUTION

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

CAUTION: Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes
or clothing. Wash hands thoroughly with soap and warm water after handling.

FIRST AID

If Swallowed: ¢ (Call a poison control center or doctor immediately for
treatment advice.

e Have person sip a glass of water if able to swallow.

* Do not induce vomiting unless teld to do so by the poison
control center or doctor.

* [Jo not give anything to an unconscious person.

If In Eyes: + Hold eye open and rinse slowly and gently with water for 15-
20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

« (all a poison control center or doctor for treatment advice,

If On Skin » Wash with plenty of soap and water.

HOT LINE NUMBER

Have the product container or label with you when calling a poison control center or doctor,
or going for treatment. For medical emergencies call 1-800-422-9874. For consumer
questions call 1-800-255-6826.

NOTE TO PHYSICIAN

Treat the patient symptomatically.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on puppies under 7 weeks of age or weighing less than 3
Ibs. As with any product, consult your veterinarian before using this product on debilitated,
aged, pregnant or nursing dogs. Individual sensitivities, while rare, may occur after using
ANY pesticide product for dogs. If signs persist, or become more severe, consult a
veterinarian immediately. If your dog is on medication, consult your veterinarian before
using this or any other product.

Side Effects: Monitor your dog after application. Side effects, although very rare, may
include signs of skin irritation such as redness, scratching, or other signs of discomfort.
Gastrointestinal signs such as vomiting or diarrhea have also been reported. If these or other
side effects (such as lethargy) occur, consult your veterinarian or call 1-800-422-9874.

Advaniage 1l Small Dog ib.doc Page 6 of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours. If applied to a cat
or ingested by a cat, contact your veterinarian.

Icon size 1.5em x 1.5 ecm

For consumer questions call 1-800-255-6826.
For medical emergencies call 1-800-422-9874.

RESTRICTIONS:
» Use only on dogs 7 weeks and older. Do not apply to puppies or dogs weighing less
than 3 lbs. Do not use on other animals.
» Do not apply more than one (1) tube per treatment,
¢ Do not have contact or aliow children to have contact with treated area until
completely dry.

STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.

Pesticide Storage: Store in a cool, dry place inaccessible to children and pets. Pesticide
Disposal and Container Handling: Nonrefillabie container, If empty: Do not reuse or
refill this container, Place in trash or offer for recycling if available. If partly filled: Call
your focal solid waste agency or 1-800-422-9874 for disposal instructions. Never place
unused product down any indoor or outdoor drain.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY,
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a
specific reference to this warranty. To the extent consistent with applicable law, any
damages arising from a breach of this warranty shall be limited to direct damages and shail
not include consequential commercial damages such as loss of profits or values, etc.

Advantage 11 Small Dog ib.dec Page 7 of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date:

of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and

document 09/15/10

[Label on Individual Tube]

Advantage® II Small Dog
9.10% Imidacloprid

0.46% Pyriproxyfen
0.014 fl. 0z. (0.4 mL)

EPA Reg. No. 11556-128

Keep Out of Reach of Children

CAUTION
Read The Entire Label Before Use
BAYER

Lot No. 0000000

Advantage [[ Small Oog ib.doc Page Sof 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12
of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

{Label on blister card; one card containing 1, 2, 3, 4, 5 or 6 tubes]

Advantage® II Small Dog

For external use only on dogs and puppies 7 weeks and older and weighing 3 - 10 lbs.

9.10% Imidacloprid

0.46% Pyriproxyfen

[X] - 0.014 fl. oz. (0.4 mL)

EPA Reg. No. 11556-128

BAYER

Advantage # Smalt Dog {b.doc Page 9of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12

of Label Changes to Pet Spot-On Products”™  Supersedes: (3/26/12 and
document 09/15/10

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

OPTIONAL MARKETING CLAIMS

For use on dogs and puppies 7 weeks of age and older

Advantage Il contains [imidacloprid], and [an/the] [insect growth regulator] [IGR]
[pyriproxyfen]

A single topical application remains effective for [4 weeks] [a month]
Convenient, easy-to-apply topical solution

Convenient, easy-to-apply and fragrance free [monthly] [topical solution]
Once a month topical flea treatment for dogs 7 weeks of age or older
Advantage I is indicated for the prevention and treatment of fleas on dogs

7 weeks of age and older

For the treatment and prevention of flea [and lice] infestations

One treatment prevents further flea infestations for [4 weeks] [a month]

Kills fleas on dogs within [12] hours and continues to prevent infestations for
[four weeks] [a month]

Kills fleas before they lay eggs

Larval flea stages in the dog’s environment are killed following contact with an
Advantage II treated dog

Kills larval stages of fleas in the dog's environment

Kills fleas within [12] hours of application

Stops existing flea infestations by killing adult fleas

Prevents [Stops] reinfestations by killing adult fleas before they lay eggs
[Prevents] [Stops] flea eggs from hatching [into biting adults]

Effectively breaks the flea life cycle

Effectively targets all [life] stages of [fleas]

[Kills] [Controls] all flea life stages

3-way flea protection ([kills] [controls] adults, larvae, and eggs})

[Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting)
{adult)] fleas

Treatment with Advantage 11 rapidly kills fleas which may cause flea allergic
dermatitis [FAD] or flea bite hypersensitivity

Flea adulticide, larvicide, and ovicide

Kills flea eggs

Controls highly [irritating] [annoying] [flea] [insect] bites

Controls flea problems

Provides flea protection

Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea
infestations in the home

Advantage 1l Small Oog ib.dec Pagc 10of 11
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Reason To Issue:  Revise according to EPA “Implementation  Date: 09/25/12

of Label Changes to Pet Spot-On Products”  Supersedes: 03/26/12 and
document 09/15/10

» ® » & » ¢ ¥ ¥ 5 & & & & & & & =

Starts working through contact

Use flea [prevention][protection] year-round

Contains an insect growth regulator (IGR) to kill flea eggs and preventre-
infestation

Monthly use of Advantage II Kills fleas which may cause ([flea allergy
dermatitis][flea bite hypersensitivity])

Multi-stage flea control

Prevents fleas on treated dogs from infesting (reinfesting) your home
Kills fleas which may serve as intermediate hosts for tapeworms

Kills [(biting) (chewing)] lice

For treatment and prevention of [(biting) (chewing)] lice [infestations]
Stops existing [(biting) (chewing)] lice infestations

Dual protection against fleas and lice

Treats, prevents and controls [(biting) (chewing)] lice [infestations]
Provides effective control of [(biting) (chewing)] lice [infestations]
Kills [(biting) (chewing)] lice and prevents further infestations

For treatment and prevention of infestations with [(biting) (chewing)] lice
Remains effective after bathing and/or swimming

Remains effective following swimming and/or shampooing
Waterproof

Remains effective after exposure to rain or sunlight

Fragrance-free

[In child-resistant packaging)]

Advantage 1! Small Dog ib.dog Page 11 of 11

64



vyl e {11 LR ST UYLy 40 usEUaTeda) e v 40N 5] jeasd L
S {21514 235 GiTLRY A | 01010 w_ﬂm
T AT pREgRS Suuch, =ra P 2
BOOL " (I3 A) Rt SERp ua a J— umm
G g:{ésﬁaﬂﬂu—ﬂaﬁp oA +pry), | tmeeme fyguenmg| & mw z
e L MEH O I au¢ . N W wcm
gy =l 30 KA Doy e 3 my %
€155 L] Sy Bugpr e 05 eu Bupuzip jm
200U vALE Y ) a2 o4l BEm P e E
Ao, ungg) ¥ £ X 504 et g
THELLVE e Sar LefOL-Sd-Hy Aq posoicde 0rErDa TOUHD | S
FUOGIINAD 13 SIS L] HPRD NS FURY Jolng EEHPIBL CeUd

SIVD NO [T LA TOTATE YR TH RPHETES FYE0)

oy — a0k

Ambauag o s T
fwdre] ray Fiota gara e e py AP0 E LRy paaH| L e mm: .r—“.a I Zzzlug””_vﬂ“___ﬂ.ﬂ
rrghirsan By a Sy o Al i 10N 04 foiad
L] k inEeg ey ui
TG F B T Y ...%—&.au._waw-.:w_xiuﬁ.u.: _..a__.n whamdax LTSS PR

i) 4TE I 40

v e

AT AN FE i amion .5.3% 4238 pUN PGS

s
"I 83 T RS )v

o

ﬁA Aerungniaig aopaed g sag
®
-t

EEE EENo | Eribeusliama repa ioy
T R i FrT HYrY

NOILNYD

NIUATHD 0

LEL

401N0 d33A
SUOPIE;SIL| 29| S|OHL0N pue Sjuasazd ‘Sieal) -

JMW0Y DA FupjSyul oy $T0p Pajea) U0 Seap SILaAdid -
saBels 2 ea)y e sl -

51 €7~ ESHUS M pue 2P0 pue S L eiddng put sEoq Lo AU s 103
831 pute SLakd o) Jusuneal] |endo) YUOW-Y-a3u0 o

bop jjews

S AR I s R0
YR AT "t L LT g Mo

oK e Lop ol vy SRR I

e A At iy

-
T —
A —

oty i.e.“;.on_ wa e s Epad

ST A SLED 2] Mt IS Ly g L

TN AR M EAAT IS TIPSR R
palle

i ek
Luryshty sqb e tsn Baytiin e cysam
AR 53

ST ALTTHOR L STHVT
~LNTANEIY

Ty

a3 RALTY)
SN 01 ST

SLNTRLLLLE SAYHCLLIY I

HEITRL] W] LT 2 ML T
RTINS AR ML

MO PUE LR b Ry
L Tl WW] FIOFH HEY
ity Jx...m gL Pl
R pun 4 g, LRI PEY ER N K 440 0L
I Pl S 4z
VEHRREOT  uealel vl wajde) tiew-y-a 10
A AL YL P PR a3
eSS snme: O || RUS
a_w_-_i_fuih r
R0 R b TR siep o band |

o

65



Rapport 8 x auf 310,2 mm {bei 32 mmy)

advantage” 11

Fer exiemal use galy ondegs
and pupplas 7 weeks and elder
and 3-10lbs,

small dog

.10% Imidztloprid
L4567 Pysiproxyfen
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advantage” 11

|
Once-A-Month Topital Treatment for Fleas and Lice
| Tor Use Only on Pogs and Pupples 7 Weeks 2nd Dlderand Welghing 3 - 20 ths,

READTHE ENT!RE LABEL BEFORE EACH USE.
wrihe Prevention and Trealment of Fez 2nd Lire Infestations on Dogs

= Kills all flea We stages

Provents fleas on trealed dogs from [nlesting your home
+ Dnetreatment prevents further flea infestations for 2 month

Kills fieas on dogs within s2 hours of application
« Treals, prevents and tontrols lice inlestations
F Waterproof
« Fragranre-free

‘Active ingrodients

% By Welght o

Sea bark for First Aid and Precaulivnary &, Discard empty fube as described n the Storage
Platmenla and Plsposal sattian.

7. \Inder normal conditions Lhe product &
P[RHTIO HSFORUSE elfertive for a month. However, In case of
s 2 violation of Federal Law o u e this produet severe Mea infestation, retreatment may be

In a manner lneonsistent with its abeling. neressary eaier than lour weeks. Do not

| retizal more often than enge cvery seven (7}
ROW TO GPEN 8’< days. Alterllea controt ks attained, miumtoa
- Being careful not to cut close o the bllster

manthly rimatment schedule,

cavlties, take selssors and cut ofi one section of

the tard tontaining 2 single tube, PRODESCT INFGRMATIOR
L‘Tnke tha separated section, and cut intothe The sutressive feeding acthity of Neas ondogs

Blister cavily across the small side, dose lothe  Fraquently elicils 2 hyp itivity skin disorder
| rap ol the twhe. knaven arfea allergy denwatitlr (FAD} or flea bite
I3. Peed off the foil, and ake out the tube, hypersensitivity. Trestment of dogs with
1. Repaat steps r 1o 3 lor earh tube. Advantage [} Small Bog rapidty kills fleas within

ra hoorswhirh may reduce the inridenre of this

HOW To APPLY condition.
5. Remave one applicator tube from the package.  Advantage || Small Bog kills existing Neas on
| See HoOWTO GPEN" sealon, dogr within sz hours, Reinfesting fleas are Killed
. Hold applicator tube i 2 n upright pasttion within 2 hours with protection again st funther fea
facing away from you and yourpet's face and infestation Lasting for four (2) weeks, Pre-pxisling
eyes, Pull eap off lube, pupake [n the emvironment may rontinue to

emerge for six (6} weeks or longer depending
\%} \!@) upon the tlimatic canditiens,

’ ¥ ¥ Fleas, Nea eggs, ard Nea lanvace in the doe's
. 2 envitonment are kithed following rontacl with 2n
4 Advanlage | Small Dog treated dog. Advantaze i
N Small Dog pravides mult-stage flea conlral
3. ‘;au&t:: lc;lfeamt.nd and plare otherend of cap ofiectively breaking atflea Be-cycle stages for
b. Twist eapro I;reak seal, then remawe eap Fom quick and lasting conliol of Flea popuiions.
Iube, Advanltage ! Smalt Do kitls adutt fieas quickly,
's. The dog should be standing foreasy wilhiin x2 heplers, inhibils the development of
applicat(on, Part the hoiron the dog's back, Immature fealie stages and prewenis them from
hetwoen the shoulder blades, untif theskints  reachingthe biling 2dull stage.
visible. Place the lip of the lube on the skinand  Advantape ! Small pog kills chewina lice that
} squeezethe twhe loexpel theectire contents  Infost dogs and pupples, and prevents futher
directlyon the skin. ponot zet this produstn - infostations.
; yaurdog’s oyes of Allow yourdog leIngest this 4 ttSmall pogis proot and

I

I

product. Po not allow the product to run off. effective following 2 shampoo treatment,
swelmming or after expasune Lo rain or sunkight.

#anthly ireatments are required for oplimal
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l[KEEP OUT OF REACH OF CHILDREN
CAUTION

‘PRECAUTIDHARY STATEME BTS
] RO5 T} HUMARS
TLON: Hamfulif swallowed, Causes
odarate eye imitation. Avold contact with eyes
r clothing, Wash hands thoroughly with soap
and warm water after handling.

Side Effects: Monitor your dog after application.
Slde affects, although very rare, may include
signsof skin Imitation stch as radness,
scratching, or other sigms of discemfort,
{astrointestinal signs such as vomiting or
diarthea have also been reparted. [tthese or
other side etfects (suchas lathargy) orrug

censutt youe vetertnarfan of call ¢Boc-422-0874.

¥ Swallowed:

FIRST AID
+ Calla polsan controt center
or doctor immediately for

LRI

Lreatmenk advice.
ifableto swallow,

lotd to do so by the poison
wentrotcenter or doctor.

= Do notgive anything to an
unconsclons person.

« Hava person sip 3 glass ofwater  foCconsumer questions calts.00-265-68¢5.
Fotmedical emergencies iff s800-422-9874.
* Donotinduce vomiting unless | pECTRICTYONS:

- Use onlyon dogs 7 waeks and otder. Do not
applyte puppies or dogs weighing less than §
3[bs. Do net use on ocher antmals.

+ Do not apply more than enc {f) tube pac

Iftn Eyes: | = Hold vye open and rinse sf treatment,
¥es and g?r‘lzﬂyzﬁth viaterfor wy «Donot have contact of allow childrento have
15~20 minutes. Remove tontact vontact with treated area until completely dry.
‘;"Sﬁ-iﬁp‘m‘; aitecthe STORAGE AND DISPOSAL
"’sf}5 minutes, then conlinue | [n naceantaminate wates, food ar focd by
Tnsing eye. storage or disposal
» Lt 2 poison control center or Postlcida Storage: Stare in 2 oo, dry place
dodor I?rtreatm ent advice. Inactessible to childron and pets.
H0n Skin * Wash with plenty ot soap and Pasticide Disposal and Contalner Handiing:
Water, Hanrefitlable contabner.
HOTEIHE HUMBER it emply: Do not reuse or refill this contamer.

ar golng for

Havethe product contatner or tabel with you
when taling a pofsen control centeroc dortog,

L Foemedizal emergencins

call s-Boo-322-9874. Forconsumer questlons

Place In trash or offer for resyzling if available.

[t partly Rbed: Call your local solid waste agency
or »800-422-9874 for dispasatingt ructions.
Hevee place unused product down any indoor or

rall - Boo-255-5026, joutdoor dmin.
NOTETO PHYSICIAN LEMITED WARRANTY AND LIMITATION [
QOF DAMAGES

Treatthe patient symptomatically,

HAZARDS TO OOMESTIC AHIMALS
Forextermafuse anly. Ponot use on pupples
undac 7 woeks of 2z or weighlng bess than 3 lbs,
As with any product, consult your veterinadan
fore: bising this producton debilitated, aged,
regnant or nursing dogs. Individual sensitivities,
it rmare, may occuc after uslng AN pesticide
reduct tordogr.
f signs persist, or betome mone severe, constlt a
veterinaran immed alely [tyaur dogis on
Inedication, consull yourveterinarian bafore

BayecHealthCate LLC, Anlmal Health BRvigion [
warrgnts that this material conforms to he
chemical deseription on the labet, TO THE EXTENT,
CONSISTENT WITH APPLICABLE LAW, BAYER [
MAKES NO OTHER EXPRESS OR [IMPLIED
WARRANTY, INCEUDIHG ANY OTHER EXPFRESS DR[
[MPUED WARRANTY OF FITRESS DR
MERCHANTABILITY, and no agentof Sayeris |
authorized to do so 2xcept fnwrilting witha
speclfi¢ reference to this wamanty, To the adent
consistent with appllcable law, any damages
arising frem a breach of this wamanty shalf be |

s g this or any ather product. limited todirect damages and shatf not inchude
tlat surhasloss
of profits or vatues, ete. |
|
Manufactured For BrooosTofosssrar oqabmie, s |
Bayer HaalthCare LLC, Arlmal Health Division, EPAESt, Ho. cr5s6-DEU-¢
P.O, Bax 350, Shawnee Mission, Kansas 65201 USA  EPARes. Ho. sEo6-28 |
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Advantage 11 Dog master Labels (11556-125, -127, -128, -130) - Revised
. Doug Spilker

to:

Autumn Metzger

10/22/2012 04:42 PM

Hide Details

From: Doug Spilker <doug.spilker@bayer.com>

To: Autumn Metzger/DC/USEPA/US@EPA

History: This message has been forwarded.

8 Attachments

Advantage II Large Dog ib highlighted.pdf Advantage II Large Dog ib.pdf

EEITE ~ ] ~

Advantage TI Medium—ls-og ib highlighted.pdf Advantage II Medium Dog ib.pdf

L P0F: . EPOES -
: 1

Advantage 11 Small Dog ib highlighted.pdf Advantage IT Small Dog ib.pdf

Hi Autumn,

Page 1 of 2

Please find attached the draft master labels {1 clean copy; 1 highlighted copy), text dated 9/25/2012, for the
Advantage Il Small Dog (11556-128), Advantage Il Medium Dog (11556-125) and Advantage 1l Large Dog {11556-
127), and Advantage |l Extra Large Dog (11556-130.) The following are the text changes that were made from

the last version; you will notice that these are basically the same as the previously submitted cat [abels except

for the last line item.

file://C:\Documents and Settings\ametzger\Local Settings\Temp\notes87944B\~web1029.1.., 11@%012



Page 2 of 2

All of the elements of the Final Printed Labeling (facsimile} for these products will be sent under separate emails
by product.

Page Changes to Master label
Updated text date to 9/25/12; updated version
Page 1 » H e ELH H
designation from "ia” to "ib” — see file name.
Changed referral statement to show that First Aid
Page 1 appears inside on insert. This was agreed to in email of
8/24/12 (A. Metzger to D. Spilker).
Page 2 First Aid removed, and moved to page 6 (insert).

Added First Aid section and duplicated Precautionary
Page 6-7 Statements, Hazards et al. (from page 2) so that it will
match the insert of the Final printed labeling.

Changed throughout the label the minimum weight
from 3% Ib. to 3 |b. based on DER, dated 10/10/2012
(Decision No. 463857),

Small Dog Label Onby
(11556-128)

Look forward to seeing you on Wednesday.

Best Regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Heaith Division

Office: 913-268-2751

Mobile: 816-506-3102

Email: doug.spilker@baver.com

Address:

P.0. Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Protecting.Curing.Caring...Together"

The informalion contained in this e-malf is for the exclusive use of the Infended recipieni(s) and may be confideniial, proprietary, andfor fegally
privifeged. Inadverienf disclosure of his message does not conslifule & waiver of any privilege. If you recelve this message In error, please do not
directly or indirectly use, prnt, copy, lorward, or disclose any part of this message. Please also delele this e-malt and alf coples and nofify the sender.
Thanft you.

For aifemate languages please go to hitpfbayerdisclaimer.bavenveb. com

file://C:A\Documents and Settings\ametzger\Local Settings\Temp\notes87944B\~web1029.h... II:’ZQGIZ



RE: Advantage |l Cat [Labels (11556-150, -151 and -152)
Doug Spilker to: Autumn Metzger 09/24/2012 11:24 AM
Cce: Angela Mall, Venus Eagle

History: This message has been replied to and forwarded.

Good Morning Autumn,

They are working on these package labels to try and meet your deadline. However, they are having
trouble fitting all of the new information on the back panel - e.g. new Restrictions section, side
effects et al. We would like your permission to move the First Aid section to the insert (and of
course change the referral statement to reflect this.) The Precautionary Statements (Hazard to
Humans, Hazard to Domestic Animals, Side Effects, and Restrictions would appear on the back
panel.) ALL of this information would also be repeated in its entirety on the insert, so the insert is
very complete - including all the proper positioning of the First Aid statements with the
Precautionary statements.

As 1 read the LRM (7-10), it says that the Agency may permit reasonable variations in placement of
the First Aid statements as long as the referral statement appears on the front panel. We feel thisis
areasonable request, and does not increase any potential hazard in using the product.

" We ask for your permission to do this. If you need revised Master labels to reflect this change,
please let me know and we will fix it.

Best Regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Health Division

Office: 913-268-2751

Mobile: 816-506-3102

Email: doug.spilker@bayer.com

Address:

P.O. Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Protecting.Curing.Caring...Together™
From: Autumn Metzger [mailto: Metzger.Autumn@epamail.epa.gov)
Sent: Tuesday, September 18, 2012 2:03 PM

To: Doug Spilker
Subject; Re: Advantage II Cat Labels (11556-150, -151 and -152)

Mi Doug,
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These all look ok. Please go ahead and use these to update the final printed labeling for each and submit
to me via email (if possible). We cannot close these out without that part (since | have to be sure the font
sizes/colors/pictures and everything else are adequately translated to the final printed labeling}. Can we
shoot for this back to me within 3 weeks? We'll have to have this closed out before we can finish up the

ferret amendment and we would rather not push that back.

Autumn Meizger

Biologist

U.8. Environmental Protection Agency
Insecticide-Rodenticide Branch
Registration Division (7505F)

1200 Pennsylvania Ave, NW
Washington, DC 20460

Tel: 703 305-5314
Fax: 703 308-5433

Email: mefzger.autumn@epa.gov

" Doug Spilker --09/07/2012 07:47:47 AM---Hi Auturnn, Here's your welcome back present. Attached are
the revised labels for the cat products wi

From: Doug Spilker <doug.spiker@bayer.com>

Teo: Autumn Metzger/DC/USEPATUS@EFA

Cc: Venus Eagle/DC/USERPA/US@EPA

Date: 09/07/2012 07:47 AM

Subject: Advaniage |l Cat Labels {11556-150, -151 and -152)

i Autumn,
re’s your welco ackpresent. Attached are the r?r',ssd_%ils for the cat produefs with the changes you
pe 1 fixe

requested. I have Jooked at thésg ad nauseam, and [ u%hing. The Advantage 1l dog labels will
be i a separate gmail. [ am in theaffice next week®On Monday, and Fi in DC Tuesday thru Thursday.
i to w

n't, butlet me know1l ork on these some more.

Best Regards,
Doug

Douglas A. Spilker, Ph.D,
Manager - EFA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Health Division

Office: 913-268-2751

Mobile: 816-506-3102

Email: doug.spilker@bayer.com

Address:

P.0. Box 390

Shawnee Mission, KS 66201-03%0
Country: USA

Bayer Animal Health "Protecting.Curing.Caring...Together"
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Page 1 of 2

™, Advantage II Dog Labels (11556-125, -127, -128, -130)
Doug Spilker

to:

Autumn Metzger

09/07/2012 07:47 AM

Ce:

Venus Eagle

Hide Details

From: Doug Spilker <doug.spilker@bayer.com>

To: Autumn Metzger/DC/USEPA/US@EPA

Ce: Venus Eagle/DC/USEPA/US@EPA

X

Advantage 11 Swr::;I] Dog ia.pdf

For your review.

Best Regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Health Division
Office: 913-268-2751
Mobile: 816-506-3102

Email: doug.spilker@bavyer.com

Address:
P.0. Box 390

file://C:\Documents and Settings\ametzger\Loocal Settings\Tempinotes87944B\~web1459.h... 11%)%012



( { Decision #: 463857

DATA PACKAGE BEAN SHEET DP #: (405723)
Date: 03-Oct-2012 NON PRIA
Page 1 of 1 Parent DP #:
Submission #: 924809

* * * Registration Information * * * E-Sub #

Registration: 11556-128 - ADVANTAGE Il SMALL DOG . ? »0 7_/7,47
Company. 11556 - BAYER HEALTHCARE LLC

Risk Manager: RM 01 - Venus Eagle - (703) 308-8045 Room# PY1 8§-7913

Risk Manager Reviewer. Autumn Metzger AMETZGER
Sent Date: PRIA Due Date: 06-Dec-2012 Edited Due Date:

Type of Registration: Product Registration - Seétion 3

Action Desc: {300} LABEL REVISION;NO DATA REQUIRED;

Ingredients: 129099, Imidacloprid(9.1%)

129032, Pyriproxyfen{.46%)

*** Data Package Information ***

Expedite: ) Yes @ No Date Sent: 03-Oct-2012 Due Back:

DF tngredient: {29099, Imidacloprid

129032, Pyriproxyfen

DP Title: Companion Animal minimal weight check

CSF Included: ) Yes @ No Label Included: €@ Yes () No Parent DF #:

Asslgned To __Dateln Date Out m.\( aL\I’Z O} a\

Organization: RD / TRB Last Possible Science Due Dale: 2;May2052=
Team Name: TOX Science Due Date:
Reviewer Name: Sub Data Package Due Date:

Contractor Name:

*** Studies Sent for Review ***

No Studies \ \}0
*** Additional Data Package for this Decision * * * Q \CQ i\ N )(‘O
No Addltional Data Packages a)\\]
*** Data Package Instructions * * * \/ QOLV\ (}) .

Byron: Please verify the lowest weight allowed forhis size product based on their original CA review. This is1o fulfill the spot-on mitigation
regquirements.

\
ng
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OTFFICE OF CIIEMICAL SAFETY

AND POLLUTION PREVENTION

OFFICE OF PESTICIDE PROGRAMS
REGISTRATION DIVISION (T5059)

October 10, 2012

MEMORANDUM: Minimum Treatment Weight and Age for EPA Reg. No. 11556-128

Subject: Name of Pesticide Product: ADVANTAGE Il SMALL DOG
EPA Reg. No. /File Symbol: 11556-128
DP Barcode: DP 405723
Decision No.: 463857
Action Code: 300
PC Codes: 129099 (Imidacloprid: 9.1%)
129032 (Pyriproxyfen: 0.46%)
From: Byron T. Backus, Ph.D., Toxicologist G ‘3’4‘-’/\ r% -
Technical Review Branch ODed —l=~ Lol
Registration Division {7505P)
To: Autumn Metzger/Venus Eagle RM 01
Insecticide-Rodenticide Branch
Registration Division {(7505P)
Registrant: BAYER HEALTHCARE LLC
FORMULATION FROM LABEL:
Active Ingredient(s): by wt.
129099 Imidacloprid 9.10%
129032 Pyriproxyfen 0.46%
Qther Ingredient(s): 90.44%

TOTAL 100.00%

ACTION REQUESTED: The Risk Manager requests:

T

d'lo:_}jl}”

“...Please verify the lowest weight allowed for this size product based on their original CA
review. This is to fulfill the spot-on mitigation requirements...”

1
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BACKGROUND:

The companion animal safety studies that supported the registration of EPA Reg. No. 11556-128
are a puppy study in MRID 45097101 (Abraham, A. (2000) Evaluation of the General Safety of
9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation in the Target
Species, Seven Week Old Puppies: Lab Project Number: 75119. Unpublished study prepared by
Bayer Corporation. 147 p. {OPPTS §70.7200}) and an adult dog study in MRID 45097102
(Abraham, A. (2000) Evaluation of the General Safety of 9.1% (w/w) Imidacloprid with 0.9%
(w/w) Pyriproxyfen Spot-on Formulation in the Target Species, Adult Dog: Lab Project Number:
75121. Unpublished study prepared by Bayer Corporation. 130 p. {OPPTS 870.7200}). The last
accepted (September 27, 2010) label indicates that this product (packaged in small tubes
containing 0.014 {l. oz. or 0.4 mL formulation) is for once-a-month topical treatment for fleas
and lice on dogs and puppies 7 weeks and older and weighing 10 lbs. and under.

COMMENTS AND RECOMMENDATIONS:

1. The following are excerpts from the executive summary of the review (TXR 5001580; EPA
File Symbol: 11556-RE], memorandum dated September 8, 2000) of the companion animal
safety (beagle puppy) study in MRID 45097101:

In a companion animal safety study (MRID 45097101), Advantage Plus® for Dogs (Active
Ingredients: 9.1% Imidacloprid w/w; 0.9% Pyriproxyfen w/w) was applied topically at a dose
of 2.0 mL/puppy (35X the label specified dose of 0.4 mL/puppy for puppies <10 Ibs) to a
group of 7 male and 7 female beagle puppies, seven weeks of age at the time of first
treatment. Individual weights of the puppies in the treatment group ranged from 2.54 to 4.01
lbs (1.15-1.82 kg) on day -1. Controls (7M, 7F; weight range: 2.49-5.03 lbs; 1.13-2.29 kg)
were dosed with the vehicle alone at a dose of 2.0 mL/puppy (5.6X the volume of the vehicle
present in the specified dose). Both groups were treated on study days 0, 7, 14, and 21. The
recommended label dose is once a month, However, the labeling for these products includes
the statement: “If re-treatment becomes necessary earlier than four weeks, do not re-treat
more than once weekly.”

...Despite the fact that the puppies may not have been entirely free of infection, and despite
some deficiencies in the reporting of the data, the study is classified as Acceptable as a
companion animal safety study (OPPTS 870.7200) in puppies. The lack of any indications of
a consistent toxicological response following exposures (a total of 4) to 5X label-specified
use applications of the test material indicates that an adequate safety margin exists for this
formulation and its proposed use on puppies 7 weeks of age and older.

2. Asnoted above, the individual weights of the puppies in the {reatment group ranged from
2.54 10 4.01 lbs (1.15-1.82 kg) on day -1. From data on pages 30 and 32 of MRID 45097101,
the mean weight of the 7 males was 3.44 + .39 lbs, while the mean weight of the 7 females
was 3.06 £ 0.45 lbs. However, the 870.7200 Guidelines specify 6 animals/sex, so if the
heaviest male and female are excluded, then the mean weight of the remaining 6 males was

2
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3.34 £0.32 lbs, while the mean weight of the remaining 6 females was 2.92 = 0.28 Ibs (the
mean weight of these 6 males and 6 females was 3.13 £ 0.36 Ibs). Based on these
considerations, we can accept 3 lbs as the lowest minimum weight.

. Individual puppy ages are reported on page 27 of MRID 45097101. The ages of the puppies

on the day of first dosing ranged from 6 weeks and 5 days to 7 weeks and 0 days. We can
accept 7 weeks as the minimum age.
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Bayer HealthCare
Animal Health

Via Federal Express — Expresy Saver
December 9, 2010

Document Processing Desk

Office of Pesticide Programs (7504P) - NonPRIA
U.S. Environmental Protection Agency

Room S$-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PM (1

Subject: Advantage I Small Dog (EPA Reg. No. 11556-128)
Advantage 1l Medium Dog (EPA Reg. No. 11556-125)
Advantage Tl Large Dog (EPA Reg. No. 11556-127)
Advantage I! Extra Large Dog (EPA Reg. No. 11556-130)

Dear Ms. Eagle:

Reference is made to the current registrations of the subject products. One
of the conditions of acceptance of the subject registrations is that “[We]
must provide the Agency with a projected release for shipment at least 30
days in advance.”

Therefore, we are hereby notifying the Agency that our first
anticipated shipment of product will be on or after January 17, 2011.

If you have any questions, please do not hesitate to call (913-268-2751).

Sincerely,

Douglas A, Spilker. %;/ZZ\

Manager, EPA Regulatory Affairs
Doug Spilker @ Bayer.com

Ce: K. Davis (EPA) — email

Bayer HealthCare LLC

Arvmal Health

P.0. Box 390

Shawnes Mission, KS 66201-0380

18




{

‘

S0 STae UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

W 4genct

‘;ﬂuOHM Wy

N\v74

%i Pncﬂi-é

April 16,2012

DR. BRUCE MARTIN

BAYER HEALTHCARE LLC

ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS  66201-0390

PRODUCT NAME: ADVANTAGE I SMALL DOG
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 11556-128

EPA RECEIPT DATE: 04/12/12

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

WASHINGTOCN, D.C. 20460

OFFICE OF
PREVENTION, PESTICIBES AND
TOXIC SUBSTANCES

‘The Office of Pesticide Programs has received your application for an amendment and it

has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team

1, at (703) 308-8045.

Sincerely,

Front End Processing Staff

Information Services Branch

Information Technology & Resources Management Division
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Fee for Servicel (915171E~
This pe;;age includes the following for Division
©New Registration CAD
® Amendment “BPPD
®*RD
OStudies?  UFee Waiver? ok M 1
S :
Dvolpay % Reduction: | dr
Receipt No. S-| 915171
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 4/12/2012

s

Action Code:
Requested:

Granted:

Amount Due: $

Inert Cleared for Intended Use

Reviewer: QW

x| This item is NOT subject to FFS action.

| Parent/Child Decisions:

Uncleared

Date:

Remarks: U

Inert in Product

L) )3 ) —
7~
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Please read insiructions on reverse before compiu..ag form.

3

Form Approved, OMB No. 2070-0060

United States
EPA

Environmental Protection Agency
Washington, DC 20460

[] Registration
X] Amendment
] Other:

OPP Identifier Number

Application for Pesticide - Section |

1. Company/Product Number

2. EPA Product Manager

11556-128 Venus Eagle
4, Company/Product (Name) PM#
Advantage IT Small Dog i

3. Proposed Classification

None D Resiricted

5. iName and Address of Applicant (/nciude ZIP Code)
Bayer HealthCare LL.C, Animal Health Division

6. Expedited Review. iIn accordance with FIFRA Section 3{c}3)
{bX{1), my product is similar or identical in composition and labeling

PO Box 390 to:
Shawnee Mission, KS 66201 EPA Reg. No.
D Check if this is & new address Product Name
Section -li

|Z? Amendment — Explain below.
D Resubmission in response to Agency lelier dated
|:| Natification - Exptain below.

|:| Finat printed labels in response te Agency ietier dated

D “Me Too" Application
|:| Other - Explain below

Explanation:

NON-PRIA ACTION (AMEND — Pet Spot-on), See attached for more detail.
Enclosed for Agency acceptance is revised draft labeling for the subject product, dated 03/26/12. Revistons include those in response to .
the EPA “Implementation of Label Changes to Pet Spot-On Products” document, dated 9/30/11 (Received 10/11/11), and cther minor

word and format changes. Final Printed Labeling for this product is also enclosed.

Section - il
t. Maierial This Product Will Be Packaged in:
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Conlainer
Yes* Yes Yes Metal
lj No [] No l:l No |:| Plastic
If “Yes" No, per K “Yes” No. per D Glass
rpe . Unit Packaging wat. container Package wat. container
*Certification must gingwg Bgews ] Paper
be submitted ] other (Specifiy)
3. Location of Net Contents Information 4. Size(s) Retail Containar 5. Location of Labet Directions
D Label Container D On Label
|:| On labeting accompanying product
6. Manner in Which Label is Affixed to Product [J Lithograph 1 other
(] Paper glued
[] stenciled

Section - iV

f. Contact Point {Complele iiems direclly below for identificalion of individual to be contacied, if necessary, to process this application)

Name Title Tetephone No. (include Area
Douglas A, Spilker, Ph.D. Manager, EPA Reguintory Affairs Code)
913-268-2751
Certification 8. Date {\pp]ication
| certify that the statements t have made on {his form and all attachments therete are true, accurate and complete. t Received
acknowledge that any knowingly false or misteading statement may be punishable by fine or imprisonment or both {Stamped)
under applicabjeaw.
2. Signature 3. Title A
/ Manager, EPA Regulatory AfTajrs Cext
— A
4. Typed Nar@ 5, Date cede
ouglas A. Spllker, Ph.D. 23/ > . e
(doug.spilker@bayer.com) ¢ P

EPA Form 8570-1 (Rev, 8-84) Previous edltions are obsolele

Whie- EPA Flte Copy {orlginal): Y‘el!ow- Applicant Cpr



ATTACHMENT FOR
APPLICATION FOR PESTICIDE REGISTRATION
April 5,2012

Advantage II Small Dog (EPA Reg. No. 11556-128)

Please find enclosed for the Agency’s review and acceptance revised draft labeling, dated
03/26/12, for the subject product. Many of the revisions are in response to the EPA
“Implementation of Label Changes to Pet Spot-On Products” document, dated 9/30/11
(Received 10/11/11), but we have also taken the opportunity in this amendment to make a
few minor word and format changes. However, there have been no revisions of any
efficacy claims. Also, enclosed is the Final Printed Labeling for this product, as requested
in the aforementioned EPA document.

The proposed changes to the draft labeling are:

Page 1:
1. Revision of the weight and age restriction statement, with a box surrounding it.

The minimum weight was determined from the EPA-accepted Companion
Animal Safety studies for this product.

2. Revision of the referral statements.

3. Addition of the “cat prohibition” icon. We do not feel this is necessary since the
identical formulation is registered and sold for use on cats. We are acquiescing to
the Agency on this point, but ask that this be reconsidered, as it may cause
unnecessary worry by the users of the product.

Page 2:

4, In the “HAZARDS TO DOMESTIC ANIMALS,” addition of the minimum
weight for dogs and puppies.

5. Addition of “Side Effects” text in a box; basically the “boiler plate” language
specified by the Agency in the aforementioned document, with slight product-
specific modifications, based on the findings in the EPA-accepted Companion
Animal Safety studies for this product, and from accident reports from case% ‘of .
properly applied product. ; f: ¢

6.  Addition of “DO NOT USE ON CATS” warning box and icon. Again, this should
not be necessary since the identical formulation is registered and sold for ue ot

L . ¢
E & .
[

Page 1 of 2 e
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cats. We are acquiescing to the Agency on this point, but ask that this be
reconsidered, since it may cause unnecessary worry by the users of the product.
Furthermore, we are unaware of any specific data that determined the specific
separation period, which we feel is not needed.

7. Addition of the 1-800 numbers for the carton.

Page 3:
8. Addition of the minimum weight restriction to bullet #1 of the “HOW TO

APPLY.”

Page 4:
9. Incorporation of the required “do not allow your dog to ingest this product”

statement into the language of the bullet #6 of the draft label.

10.  Rewording of “GENERAL INFORMATION? to read “PRODUCT
INFORMATION” as recommended by the Agency in reviews of other Bayer
spot-on products (e.g. K9 Advantix).

Pages 5 - 9:
- No changes.

No other substantive changes have been made to this label, except for those listed above.
Therefore, we hope that these minor changes to the label can be readily accepted by the
Agency for this product, as well as, for the revised labels of the four other Advantage dog
products — Advantage II Mediwm Dog, Advantage Il Large Dog and Advantage 11 Extra
Large Dog - submitted concurrently with this application. If there are any questions
regarding these revisions, please contaet us immediately [doug.spilker@bayer.com;
(913)-268-2751].

Page 2 of 2

Amendment 04-05-12 Adv 11 Sm Dog Al.06x,
i
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Bayer HealthCare
Animal Health

'ig Federal Express

April 9, 2012

Document Processing Desk (AMEND- Pet Spot-on)
Office of Pesticide Programs (7505P)

U.S. Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PM 01

Subject: Advantage I Medium Dog (EPA Reg. No. 11556-123)
Advantage Il Large Dog (EPA Reg. No. 11556-127)
Advantage II Small Dog (EPA Reg. No. 11556-128)
Advantage Il Extra Large Dog (EPA Reg. No, 11556-128)

Dear Ms. Eagle:

Reference is made to the current registrations of the subject products, and
the Agency’s letter to us, dated September 20, 2011 (received October 11,
2011), regarding “Implementation of Label Changes to Pet Spot-on
Products.”

Please find enclosed for the Agency’s review and acceptance respective
applications and revised draft labeling, dated 03/26/2012, for each of the
subject dog spot-on products. Many of the revisions are in response to the
aforementioned EPA “Implementation” letter, but we have also taken the
opportunity in these amendments to make a few minor word and format
changes. However, there have been no revisions of any efficacy claims.

The letter from the Agency requests the submission of “packaging” of these
products. In addition to the enclosed “Master” labels for the products, we
have also enclosed one copy of the printer’s proofs of each element of the
Final Printed Labeling (packaging) for these products.

Eagle 040912 Adv It Dag.doc

Bayer HealthCare LLC
Animal Health
P.O. Box 390
Shawnee Mission, XS 66201-0380

eeeee
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Since the mandated label revisions outlined in the aforementioned Agency
letter affect all pet spot-on pet registrations, we encourage the Agency to
issue a PR Notice, or other regulatory document, that will also mandate a
single date of packaging compliance for the entire affected industry as one.
If you have any questions, please do not hesitate to call (913-268-2751).

Sincerely,

(47 A el

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug.Spilker@Bayer.com

Enclosures:
1) Advanatge [[ Small Dog - Application w/att.
2)  Advantage [ Small Dog - Drafi label, dated 3726412 (3 copics)
3)  Advantage I Small Dag - Final printed [abeling proofs (I copy)
4y  Advanatge I Medivm Dog - Applicotion w/aty,
5)  Advantage [[ Medium Dog - Draft label, dated 3/26/12 (3 copies)
6)  Advantage [l Medium Dog - Final printed labeling proofs (I copy)
7y Advanatge [T Earge Dog - Application w/att,
8) Advantage Il Larpe Dog - Draft Inbel, dated 3/26/12 (3 copies)
9y  Advantage 1 Large Dog - Final printed [abeling proofs (I copy)
10) Advanatge 11 Extra Large Dog - Application wratt.
[} Advantage II Extra Large Dog - Draft [abel, dated 3/26/12 (3 copics)
[2) Advantage [[ Extra Large Dog - Final printed labeling proofs (I copy)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, B.C. 20460

Q‘\\TED sr“)@.d‘
g kY
= . z OFEICE OF
L T POLLUTION PREVENTION
%5_ Fﬁmid\.&
July 2, 2012
Dr. Douglas A. Spilker
Bayer HealthCare, LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, KS 66201-0390
Subject: Storage Stability and Corrosion Characteristics Data (Condition of Registration)
Your submission dated May 12, 2010
Products: Advantage II Medium Dogs EPA Reg. No. 11556-125
Advantage II Large Dog EPA Reg. No. 11556-127
Advantage II Small Dog EPA Reg. No. 11556-128
Advantage Plus 100 for Dogs EPA Reg. No. 11556-130
Dear Dr. Spilker:

The study (MRID 48096401) submitted to fulfill the conditional data requirement for the
products referred to above, in connection with registration under the Federal Insecticide,
Fungicide, and Rodenticide Act, is acceptable. The condition of registration is considered
fulfilled. Should you have any questions, please contact me at 703-308-8735 or
chaojulie@epa.gov.

Sincerely,
A

Julie A. Chao
Insecticide-Rodenticide Branch
Registration Division (7505P)
Office of Pesticide Programs

Page 1 of 1
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF CIIEMICAL SAFETY
AND POLLUTION PREVENTION

OFFICE OF PESTICIDE PROGRAMS
REGISTRATION DIVISION {7505P)

DATE OUT: June 28, 2012

SUBJECT: Storage Stability and Corrosion Study - Product Chemistry Review

S s /ZZ/%%-) Yaslr2
FROM: Bruce Kitchens / Shyam Mathur 72 e :

Product Chemistry Team

Technical Review Branch / Registration Division (7505P) 6\ p,f \\’2._’
TO: Dani Daniel / Venus Eagle

Olga Odiott / Richard Gebken

Rosanna Louie / Mark Suarez

Melody Banks / Richard Gebken

Registration Division (7505P)
Company Name / Number: BAYER HEALTHCARE LLC /11556
INTRODUCTION:

In support of previous applications, the company / applicant has submitted the one year Storage
Stability and Corrosion Characteristics studies for the following products:

PM | Reg. No. | DP Barcode | Decision No. | MRID No. PC Code

01 11556-125 378289 433954 480964-01 129099; 129032

01 11556-127 378284 433956 480964-01 129099; 129032

01 11556-128 378285 433952 480964-01 129099; 129032

01 11556-130 | = 378293 433957 480964-01 129099; 129032

13 11556-131 370264 420374 478509-01 067501; 113831

13 11556-141 385157 443564 482937-01 109701; 129032; 129099
13 11556-142 385158 443565 482937-01 109701; 129032; 129099
13 11556-143 385161 443566 482937-01 109701; 129032; 129099
13 11556-144 385162 443567 482937-01 109701; 129032; 129099
01 11556-153 401047 463759 487832-01 129099

10 | 11556-154 401459 464140 487910-01 036007
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SUMMARY OF FINDINGS:

The Technical Review Branch has performed a fast track review of the associated products and
concludes all of the studies are “acceptable™. No products exhibited degradation of the active
ingredient(s) in the products or corrosion of the packing material were observed during the period of
testing.
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Registration:

Company:

Risk Manager:

Risk Manager Reviewer:
Sent Date:

Type of Registration:
Action Desc:

ingredients:

Expedite:

DP ingredient:

| ( Decision #: 433952

DATA PACKAGE BEAN SHEET DP #: (378285)
Date: 26-May-2010 NON PRIA
Page 1 of2 Parent DP #:

. . . Submission #: 874679
* * * Registration Information * * *

11556-128 - ADVANTAGE Il SMALL DOG Q Z)

11556 - BAYER HEALTHCARE LLC (é
RM 01 - Venus Eagle - (703) 308-8045 Room# PYt S-7228 %‘f( ?
Dani Daniel DDANIEQS

t4-May-2010 Calculated Due Date: 01-Sep-2010 Edited Due Date:

Product Registration - Section 3

{570) CONDITIONAL REGISTRATION FOLLOW-UP,DATA REQUIRED;REQUIRES RD REVII

129099, imidaclopiid(9.1%)

129032, Pyriproxyfen(.46%)

*** Data Package Information * * *

() Yes @ No Date Sent: 26-May-20t0 Due Back:

129032, Pyriproxylfen

129099, Imidacloprid

DP Title:
CSF Included: @ Yes (O No Label Included: @@ Yes (O No ParentDP &4 .
Assigned To Date in Daile Oul 3 - }d ‘o
Organizaiion: D / TRB Last Possible Science Due Date: §3<JurrQ016~—_
Team Name: C \\C‘M\_, Science Due Date:

Reviewer Name:

Sub Data Package Due Date:

Contractor Name:

*** Studies Sent for Review * * * ()

Printed on Page 2

*** Additional Data Package for this Decision ** *
No Additionai Data Packages

*** Data Package Instructions * * *

Chemistry: Bayer Animal Health has submitted to the Agency data to support their registration ciaim for stability and comosio characterics
sludy. Please review for data acceptability. Thank you. Dani Daniel
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Bayer HeaithCare

Animal Health

480984-00

Via Federal Express — Expresy Suver
May 12, 2010

Document Processing Desk

Office of Pesticide Programs (7504P) — Additional Information /NonPRIA
U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Aslington, VA 22202-4501

Attention: Ms. Venus Eagle/PM (1

Subject: Advantage II Small Dog (EPA Reg. No. 11556-128)
Advantage II Medium Dog (EPA Reg. No. 11556-125)
Advantage II Large Dog (EPA Reg. No. 11556-127) Bayer HealthCare L1.C

Advantage Il Extra Large Dog (EPA Reg. No. 11556-130) fgftgo}fggg

Shawnee Mission, KS 66201-0390
Dear Ms. Eagle:

Reference is made to the current registrations of the subject products,

formerly known as “Advantage Plus” products within the Agency’s

system; the primary brand names for these products were changed to the

subject product names by the Agency on April 29, 2010.

Enclosed please find the required stability and corrosion characteristics
study (OPPT Guidelines 830.6317 & 830.6320) to support the continued
registration of the subject products. Please also note that these data also
support the pending registration actions for Advantage IGR 5 (EPA
File Symbol 11556- RLN), Advantage IGR 9 (11556-RLR) and
Advantage 18 (11556-RLE). By submission of this study, we have met
the required deadline of May 31, 2010 given to us by the Agency.

If you have any questions, please do not hesitate to call (913-268-2751).

Sincerely,

NSy At

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug.Spitker.b@Bayer.com

Attachments:
13 Bayer Report No. 33827 (3 copies)

CC: K. Davis: A. Metzger (EPA)
Eagic 051210.doc
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+Transmittal Document

Name and Address of Submitter
- Bayer HealthCare LLC
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0390

LA Srl

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

Reculatory Action in Which this Package is Submitted

Submission of storage stability and corrosion characteristics report to support the
continued registration of Advantage II products (EPA Reg. Nos. 11556125, -127,
-128, and -130)

Transmittal Date
May 12,2010

List of Submitied Studies:
MRID No. Volume

48098401 1 - “Evaluation of Stability and Corrosion
Characreristics of M880 Insecticide, " OPPT 830.6317
& 830.6320, Bayer Report No. 33827, Rose, 1., 22 pp.

Page 1 of 1

Transmittal Advantage I1 051210.doe
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Bayer HealthCare
Animal Health

Via Federal Express 02/17/2011

Document Processing Desk (Final Printed Labeling)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Bayer HealthCare LLC

Animat Heallh

P.O. Box 390

Shawnee Mission, KS 66201-0380

Enclosure:  Application for Pesticide (other) — Final Printed Labeling (2 copies each)
Advantage 1l Small Dog (EPA No. 11556-128) (04461707, R.0)
Advantage I Medium Dog (EPA No. 11556-125) (04461723, R.0)

Advantage II Large Dog (EPA No. 11556-127) (04461725, R.0)
Advantage Il Extra Large Dog (EPA No. | 1556-223-) (04461774, R.0)
i2

EPAdac/Adv 1T Dog Distr 02171 1.doc
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* Pisasa read Instructions on reversa before con.

<EPA

wifng form,

Form Aggrovad{i-- _MB No. 2070-0080

Unlted Swotos

Environmental Protection Agency
Washington, DC 20460

X

Other

| . .PrintForm .. :]

Registration
Amendment

OPP ldentifisr Mumber

Application for Pesticide - Section |

t. Company/Produet Number
11556-128

Venus Eagle

2. EPA Product Menager

3. Propousd Clacsification

4, Company/Product {Name)
Advantage |l Small Dog

PMF
01

Nom D Restricted

P.O.Box 380

Shawnee Mission, K5 662(1-0390
l:l Check if this is 8 new address

5. Name and Address of Applicent finclude ZIP Codal
Bayer HealthCare LLC, Animal Health Division

to!
EPA Reg. No.

6. Expedited Review. In accordance with FIFRA Section 3{c){3)
{bl{i}, my product is similar or identi_caf in composition and labeling

Product Name

Section - li

D Amendment - Explain batow.

Notification - Explain below.

D Resubmilesion In responae to Agency letter dated

X

Final printed labels In recponss te

Agency lettar dated

D “Ma Too™ Applicotion.
D Othar - Explaln bolow.

Submissien of Final Printed Labeling - No action required.
Contact: doug.spilker@bayer.com

Explanatioh: Use additional pagels] If necessary, {For section | and Section Il.)

Section - Il

1. Moteris] Thie Product Will Bs Packaged In:

Child-Resgistent Peckaging

Yeo©
. No

Unit Packaging

Water Soluble Packeging

2. Type of Container

* Cartification must
ba submitted

- Yas . Yae < Moetel
Plaatic
No No Glass
ft *Yee" No. per If "Yos" No. per X __| Paper
Unit Peckaging wgt, contoinar Packege wgt centslner Other (Specify)

Section - |V

3. Locetion of Met Contents Inlommetion 4. Sizels) Rotsil Containar 5, Locetion ol Label Directiene cvce .
On Labal ® £ LS
D Label Containar 4/6-0Aml tube | On Labeling accampenying product
6. Manner in Which Label ie AHixed to Product < lﬁlthogra hd D Other e
aper glte
StﬂPRCIFed coo T ©
o [+

) o
CCECTE
-~

1. Contact Point JComplere ftems directly below for (dentification of individusl to be contacted, if necessary, to process ! shis spplicctam]

- w e

Name

Douglas A, Spilker, Ph D.

Title
EPA Reg. Affairs Manager

Talspiigne No. {Fn%léjf!e Area Code)
‘9-19ﬁ268-275‘le

Gertification

| cortify that the stetements | have made on this form and all ettachmants therato are true, accurate snd complote.
| acknowledgs thet any knowingly falee or misleading stetement moy be punisheble by fine or impriconment or
both under opplicable law,

T e e

&. Date Application
Recelveu

Loy e

“{Stamped)

2. Signature W / M_

3. Titla
EPA Reg. Affairs Manager

4. Typad Name
Douglas A. Spllker, PhD.

5. Date
=»77// 7 20

EPA Form 8570-1 {Rev. B8-94] Previous sditions are obsolote.

Whits -

EPA Flla Copy

[original) Yellow - Applicant Copy

93



4%

sodod pepion

L

smali dog

Once-a-Month Topical Treatment for Fleas and Lice
On Dogs and Puppies 7 Weeks and Older
and Weighing 10 Lbs. and Under

- Kills all flea life stages
- Prevents fleas on treated dogs from infesting your home
- Treats, prevents and controls {ice infestations

Active Ingredient % By welghr
Imldarloprrd.‘.“ ......... U N {1
Pyry 0.46%

L0LL9-680%E

W(W Ll

L

mher Ingrenmnts
Total .. 100.0%, . na
Het CDnlent- e, earh 3014, Nozfoamy)

KEEPOUTOFQE’A(‘H QE
OF CHILDREN~ . "X =ns .

CAUTION

o G0-54%%

small dog

Once-a-Month Topleat Treatment
for Fleas and Lice manﬂerrmmutmhks Mms

G Dogs and Pupples 7 Werks and Older and : -
Welghlng 10 tbs. and Undar o Bring carehel mwmm:om &liswtawlks.

RST AD
(o skin: Wash with plenty 0t Soap and water.
ITo Physichan: Treatthe patis ntaymptomaticaly.

DIRELTIORS FORUSE -
s 2 violation of Feder| Liwto Lsa this pmductk:a

HOW 1O OPEN

READ THE EHTIRE LABEE. BEFORE EACH USE

For the Praventlon 2nd Treatment of

Fea and LiceInfestations on ogs

«Kills 4 Fea ks stzges

- Brewn s leas on tredtad dogs front Intestimg your
hone

- X1¥s Mlzas withis 12 hours of spplitaton

« Freats, presents 2id eonirols e Infrstations
PRECAUTI GHARY STATEMENTS
HAZARDS T0 HUMANS.

Harmful if swalkowed. Causes mode rate eye hriftation,
Avgid eonltact with eyes or eluthing, Wash hands
thoroughlywith soap and warm wate ratter handling,

HAZARDS TO DOMESTIC ARIMALS
Forexiematuse only. D0 noruse on puppies under
sevenweeks of age, ASwith aﬂyrmduﬂ,mrﬁuh
yourvelerinarian before using thls produrt on
debilitated, aged, pregnantor Mrsing anmals,
Individual sensitiities, while rare, may occir after
Using ANY pesticide product for pets, If_‘ signs prrsisL

tmxmrsmmoﬁenesemﬁmeuw

. contatning a Snglatude, - o .
:.Takeﬂ!esemedmmwmhmmewm:

uﬁywmthesmaustzse tlosz nathecaporthe

}Pedaﬁlhel'ailaﬂdmwtlhetu ’
a.matﬂs;&nsltn hread!tube.

Lmammmmmmmaw
:.kmomapptcmrlubermmlhtwdase.
Seb VHOWTO OPEN" section,
}maw&&wmbﬂaﬂmﬂgmmm
Pull cap offtube. - :
q.mmtheupamadandp&xeethmnufm
bagkantul o
s.mcaptoberakmwummrwﬁnn o

oF berome more Severe, tonsult a
Immedistely. If your anmal is on mrdiration, ronsult
your veterdnaran before using Iisor anyother
product.

Tor ponsiEnes quastions rall r-8oo255-£326,

For meditat emergencies call 1-80c4 229874

6. Thedog shodd be standms!nr nsyapptmw.
ha'ron the dag’s batk, betweenthe -

RST AID .
2v¢ Lhe product rontainer or labelwith vou when
xalling a poison ronrol renter or doctor, or ESIng for

fswaliowed:
Lall poison conkrol eenter ar doctor Enmediatety for
reatment advice, Have person Sipa glassufwalerrf

Ko 5047y the poison rontiol renter or doctor. Ca not
[gre arything by miouth Lo an ungonscinus person,
Hineyes:

Hold eye open and rinse siowly and gentlywith water
far 15- 20 Minutrs.

{Remoye rontact brness, it present afler the first

|5 minutes, thrnegntinue nnsing eye,
[Call a pafsan control center o rdoctor for treatment
adviee.

ble to swallow, Do not Indisce vomiting untess told to

Sre bark paned for First Ald, ':o -

For Diteetions for Use, and Sloragepnd  « 4 = 'I’ PR

Dtrposat, szesipplementatia bel'ﬂg r“slde. e 0
° o e a P m
- s L o T - - &

- e

Manufactured for Bayer HeallftCare LLC.
Animat Health Oivision, PG, Boxage,
Sftawne e Mission, XS, 6620T, USA
Bayer, the Bayer Crors and Advantage
are reglstered trademarks of Bayer,
Made in Germany

© 2010 Bayer Healtheare LLC

04461707, R.
EPA Est, No. 1
EPARzg. No.

BayetHeaithCare
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Once-a-Month Topical Treatment for Fleas and Lice
On Bogs and Puppies 7 Weeks apd Older
and Weighing 20 1bs. and Under

- Kills all Plea life stages
« Prevents fleas on treated dogs from infesting your home
- Treats, prevents and cantrols lice infestations

Miliﬂ*fﬂw Il

9

Active [ngredieat % By Welght
fmidacloprid.a R Y S
Pyriproxyl 0.46%
Other ingredients ... - O0.54%

" TOMR] vonsses e semseesnsrasrmssasssnonions GELOF o o 1

Met Content: & Tubes, eaeh‘h os¢ fAlozfo4ml) =

KEEP OUT OF: REA('ri o2

small dog

$05x25x365

z

Watetproof

Waterptoof

ﬁ{&%

Fleas

"
£

Fleas

Flea Eges

Flea Eggs

oF CH“_DREN - omn® . Flza Larvae
CAUTION
See back pane{ foc First Aid, e L
foc Birectionstor s, and Storagecng == n A Lica @
Dicposal, segsupprm!ntai iabe!*ng hsrde. A :

AR R

-~ o T - [ =

~ L

small dug

Once-z2-Month Topical Treatment
for Fleas and Lice

On Dogs and Popples 7 Weeks and Oldes ond
Welghtng o 1bs- 3nd Yadar

READ THE ENTIRE LASEL BEFORE EACH USE

Tew the Prevention aod Trestment of

Fiza and Lice tofestztions on Degs

- Ritls glf fl=a te sages

- Prevents {faas on tredted dogstrem infesting your
Tama

- Kits fleas vathin 2 howrs of 2ophcatran

« Treats, prevents 2od controk Boe infagtistions

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMARS:

Harmiul if swalltwed. C d i
Avold contactwith eyes o:clmthg.msh hands
thorayghly wilh soap and wam water after handing.

HAZARDS TODOMESTICARIMALS

For extarmd use onlr. Do notuse on puppies uader
Sevenweeks of age, AS with any product, consult
your vetarinaran before using this product on
debilitated, aged, pregnant or hursing gnimals,
tredividuzd sersitivities, while rare, may gecur after
g ANY pesticide product Far pets. 1 $igns persist,

FERST A
‘on skiaz; Wash with plenaty of spap and water.
o Prysitian: Treat the patient symplomatically.

DeRECTHONS FOR USE

ttls aviclation of Feders] Law ta tuse this productina

mannet inconsistemt with ks ibebing.

HOW O OPEN

. Baing careful mnt wmdesetoﬁw h!smcmuas
take seissars and cutoff onesuumohhe cand
" guntaining a singha tube, |

2. Take the separated s15tian, and CiXints Ihewmf
mﬁymssthesmxséde.ehsmmeupmhe

LN
3. Petlofitha folt 2nd take oot iha tide. -
4, Repeat sleps e 3 foreach tuibe, .
. Yo ontyen dogs, Do netuse onathier arimals, -
z.%rr‘wemwp&cmm&mthemm
St “HON TO DFEH™ Seclion,
3.mum&mlnmwmmm

licap off
4. Tum e cap aroted mdp!xeaherendofcap
back on hbe,

5.mcaptobmkse&u-mmnmmpm -

e

or become more severs, tonsulta
immiediately. Nyour 2nimalis on medication, (ongult
yourvetaninasnian before using this or amy Gther
produst.

Forconsumer quastions call ¢-Bog-255-5826.

For megica| emergencies call cBot-422.9574.

ERSI’ ND
ave thi product container of labelwith you when

Lalling 2 poksan contrtl centec or dottar, or going for
freatment.
Hf swakiowed:
Kall poison conergl centec or doctor tmmegtatedy for
freatment advice. Have person $ip a ghass of water i
bz 10 swatlow. Do noti nduce vomiting Lress todd 1)
o 50 by the poison conteaf center or dottor, Do not
[give amything by mouth to an uncdncchaus person.
Flineyes:
ol eyz open and rinse slowty and gently with water
ior 35-20 mingtes,
(Remaea contact lenses, i present, zfter thefirst
Emlnutes, thenconinue fnsing eve.
2l a poison control center or doctor for reatment

e,

6. Tha dag shouid be standing for wasy appiication.
Parl the hatr on the dog's back, Ettweenthe
shoidder blades, untdthe skin is visitiz, Flace the
tipef the tubg onthe skin and squesss the bude
updlheemremmrxs d.rtcuynn e skin

7 E?ézmtmmm nﬁbm&m
8. Undernomal mwum the pmdu:tiseﬁmhe

Manufactured for Bayer HeafthCare LLC,
Anlmal Healih Divislon, 2,0, Box 390,
Shawnee Misston, €5, S201, USA
Bayer, the Bayer Cross and Advantage
are repistered teademarks of Bayer.
Hade in Germany

@ 200 Bayer Healtheare LLC

04465715, R.or=
EPAEst. 110, u%w -t

EPA Rep. Ho. 11565-128

Bayer Hef




Once-A-Month Topical Treatment for Fleas and Lice

On Dogs and
and

small dog

Puppies 7 Weeks and Older
Welghlng 10 [bs, and Under

READ THE ENTIRE LABEL BEFORE EACH USE,

For the Preventlon and Treatment of Flea and Lice Infestations on Bogs

+ Kills all flea life stages
« Prevents fleas on treated dogs from infesting

P

- Treats, prevents and corirols lice infestations

One treatment prevents further flea infestations for a month
Kills fleas on dogs within 12 hours of application Ei

your home

To Phy‘sk}an. Treat the patlent smnptornatlcaliy

= Waterproof .
- Fragrance-free - " —
Actlve Ingredient % By nght
Imidacloprid 9.10% o=
Pyrlproxyfen 0.46% e
Other Ingredlents.....ccereenee .90.4 q%l
Jotal 100.0% _
KEEP QUT OF REACH OF CHILDREN DIRECTIONS FOR USE
. itis aviolation of Federal Law to use this
|CAUTIO N product in a manner inconsistent withfits |
See below for First Aid and Precautionary lzbeling.
Statements. . i
" HOWTO OPEN o= S
PRECAUTIONARY STATEMENTS 1, Being careful not to cut close to the blister .
HAZARDS TO HUMANS: Harmful if cavities, take scissors and cut off one ‘
swallowed, Causes moderate eye irritation, section of the card containing a single tube,,
Avoid conlact with eyes or cloihing. Wash 2. Take the separated section, and catinto the!
hands thoroughly with soap and warm water blister cavity across the small side, close to :
‘after handling, the cap of the tube. !
3. Peel off the foil, and take out the tube. i
HAZARDS TO DOMESTICANIMALS " Repeat steps  to 3 for each tube. .
‘For extemal use only. Bonot use on pupples ' !
under 7 weeks of age. As with any product, HOW TO APPLY , i
‘consult your veterinarian before using this 1, Use only on dogs. Do not use oh other i I*
product on debllltated, aged, pregnant or animals. | I
‘nursing animals, indlvidual sensitivities, while 2. Remove one applicator tube from the i
rare, may occur after using ANY pesticide package, See "HOW TO OPEN™ section.
product for pets, 3. Hold applicator tube in an upright position. |
if signs persist, or become more severs, Pull cap off tube,
‘consuit a veterinarian immediately. If your
animal Is on medication, consult your 3 i
veterinarian before using this or any other t
product. ?
For consumer questions call 1-800-255-6826. . ]
For medical emergenties call 1-Boo-422-9874. PP
T 4. Tum the cap around and place otherend of  ©
cap back ontube, €GEeEY

5. Twist cap to break seal, then remove cap <=
from tube, ‘ .

a

6.The dog should be standing for easy
appllcation. Part the hair on the dog's back,
between the shoulder blades, until the skin
is vislble. Place the tip of the tube on the
skin and squeeze the tube to expelthe |
entire contents dlrectly on the skin,

Do hot gat this product in your pet's eyes or:
mouth. '

—_— JE— —
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7. Discard empty tube as described in Storage
¢ and Disposal.

8. Under normal condltions the product is

! affective for a month. However, in case of
severe flea infestation, retreatment may be
necessary earlier than four weeks, Do not
re-treat more often than ence every seven
(7) days. After flea control Is obtained,

* return to a monthly retreatment schedule,

ADDITIONAL INFORMATION

The successive feedlng actlvity of fleas on
‘dogs frequently ellcits a hypersensitivity skin
disorder known as flea allergy dermalitls
(FAD) or flea bite hypersensitivity. Trealment
of dogs with Advantage |l rapidly kills fleas
within 12 hours which may reduce the
incidence of this candillon.

Advantage Il kills existing fleas on dogs within
412 hours, Reinfesting fleas are killed wilhin

2 hours with protection against further flea
infestatlon lasting for four (4) weeks. Pre-
existing pupae In the environment may
‘continue to emerge for six {6) weeks orlenger
depending upon the climatic conditions.

Fleas, flea eggs, and flea [arvaein the dog's
environment are kllled following contact with
‘an Advantage Il treated pet. Advantage Il
provides snulti-stage flea control effectively
breaking all flea UWfe-cycle stages for qulck and
lasting control of flea populations.

‘Advantage Il kills adult fleas quickly (within 12
hours), inhlbits the developsnent of Immalure
lea life stages and prevents them from
Teaching the biting adult stage.

Advantage Il kills chewing lice that infast dogs
and puppies,and prevents further
infestations.

‘Advantage Ilis waterproof and remains
Ierrecti‘.re following a shampoo treatment,
swimming or after exposure to rain or
:sunlight.

'Monthly treatments are required for optimal
control and prevention of fleas.

H

H
H
i

STORAGE AND DISPOSAL -

Do not contam[nate ‘water, food or fead by
storage or d|sposa _ S

-down any Indoor or duitdoor, draln.”

LIMITED WARRANTY AND

LIMITATION OF DAMAGES

8ayer HealthCare LLC, Anlmal Health Division
warrants that this material conforms to the
chemical description on the label. TO THE
EXTENT CONSISTENT WITH APPLICASLE LAW, |
BAYER MAKES NO OTHER EXPRESS OR
IMPLIED WARRANTY, INCLUDING ANY OTHER |
EXPRESS DR IMPLIED WARRANTY OF FITNESS
OR MERCHANTABILITY, and no agent of Bayer,
is authorized to do 50 except in writing witha |
specific reference to this warranty, Any
damages arising from a breach of this
warranty shall be limited to direct damages
and shall not include consequential ;
commercial damages such as loss of profits or
values, etc.

Manufactured For

‘Bayer HealthCare LLC, Animal Heallh Division,

RO. Box 390, Shawnee Mission, Kansas 66201 USA
Bayer. the Bayer Cross and Advanlage are
registered trademarks of Bayer

© 2010 Bayer HeallhCare LLC

Made In Germany

:'Mvanlage 1135 pratected by the following U.5.
patenls: 6,232,328 and 6,001,858 _

791458096
83000539/ 04451707 04461715, Ro
EPA Est. No. 11556-DEU-1

EPA Reg. No. 11556-128

Bayer HealthCaref
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Once-a-Month Topical Treatment for Fleas and Lice
On Bogs and Puppies 7 Weeks and Older
and Weighing 101bs. and Under

- Kilts ail flea iife stages
+ Prevents fleas on treated dogs from infesting your home
- Treats, prevents and tontrols lice infestatians
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Retve Ingredlent % By Weight
tmldatlopeid 9.10%
Pyel ,' o.56%
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Fel
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small dog
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Fleas
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RST AID
1 on skin: Wash with plenty of so3p and water,
o Physician: Treat the patient sy ally.

smalldogy

Once-a-Month Topical Freatment
foe Fleas and Lice

On Pog1and Pupples 7 Weeks and Older and
Weighing 1o (bs. and Under

READ THE EMTIRE LAREL BEFORE EACH USE

Vo the Preventios 2a0 Treatmeat of

Fiza and Uice festitlons o logs

- Kilis zill flea te stagac

» Prevenitileas on tizated dois hom bfesting your
hane

- KiBs fizas within o2 bowes of sppfestion

« Vizals, prevents and contrels Sice infas ttions

d. Cavsas 4y il

tarmiulil
Avoid contacywith eves orclothing. Wash hands
thoroughlywith soap and wam water after handling.

HAZARDS TO ODMESTIC AHIMALS

For axtere use only, Do notise on puppies inder
seven weeks olagﬂ.aswalh an;;hprudu(t, eonsult
your veterinafian before using this produgton
debililated. aged, pregranyor nuncing animals,
Ingdividual sersitivitles, wh e rare, may geei After
uslng ANY pesticide product for pets. Ilugns persist,

(MRECTIONS FOR LISE
ks aviolation of Federdl Lirwto use this producting
annes mn&émntvdlhhs Iabe'ﬂng.

HOW TO OPEH

1. Balng coredud rat ta et chsemlhe t:lmercav:ﬁﬁ.
take seissars and cut off one Seqtion of the tand
camtaining 4 single lube,
mm“parmdmn.memmtheb&m

. mﬁym!hemls&&e.cbsetomeapﬁm

3.Pu!oﬁmmwuhwtthem

& Fepeststeps Siaz bortachwbe, . .

2 Useon!yondogs.nummoncthermmls.

z.momwm:mmmmm
See “HO T DPEHT Section, .

3, Held appiicarae b I an opright position.

Pullcap oiftube. .

&mmeupam:mmwmendofcap

backentube. .

s.m capto breaksodd, then rensove capfrom -

of become More severs, consult a
immediatety. fyour 2nimalis on medication, consult
yourveterinarian befaie using this or any cther
poduct

Forconcumer questions call ¢-Bo0-255-5826.

For medical emergencies el e-Boo-4 79874,

[iFreatment.

ND
ave the product eontainer or labe!with you when
calling a polson contral center of doctor, of going for

I swakowed:

2 poison contolcenter or doctor lmmediatety for

reatment advice, Have person 5ip a glacs of water if
Iz 1o swallo . 0 notind uce vomit ng uirke ¢ 5 told

Ko 50 try the poison contral center or doctv. Da noy

gfve amything by mouthto an unconceious person,

1 Ineyes:

[Hotd eye open and rinse slowty and gently with vaiter

ifor r5-z0 minises,

Remove contact berses, if prescnt, after the Frst

I fainutes, thenconfinve rmsing eye.

[Call 2 parsan control centec or doctor for rcatment
Jathdce,

6. mmmmmmmmappumm
Fartthe hair enthe Liack, batweenthe
shouidertlades, untiithe skinis visile, lethe
tp of the wbe on the skin and squeste the fube Lo
updmemnmm&mwonmeskh B

7 b :demm asdescnbes mscmand

Dispesal. -
g Undemonnalmd bms mn mducr.iseffeam
far a month, Howewer, incase of savere fiea -

P

mayke
than ot waeks. D0 not re-ireat fiore ohen than
 enceevery seven (D 0ays. AfterBez contralls -
oblalnec, retom 1o a manthly retreatmant
schaduls,

Manufactured Tor Bayer HealthCare $1C,
Anlmal Health Divisicn, 2.0, Box 350,
Shawnee Misslon, KS, 6620¢, USA
Bayer, heBayer£ross and Advantage
are registered trademarks of Sayec
Made In Germtany

© 2010 Bayer Healthcare LLC

04460015, Re
EPA Est. Mo, cc556-0E0) 2
EPs Reg. Mo, c1556-128
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small dog

Once-A-Month Topical Treatment for Fleas and Lice
On Dogs and Puppies 7 Weeks and Qider
and Weighing 10 [bs. and Under

READ THE ENTIRE LABEL BEFORE EACH USE.
For the Preventlon and Treatment of Flea and Lice Infestations on Dogs ' |
- Kills all [lea [Ife stages ;
'- Prevents fleas on treated dogs from infesting your home

- One treatment prevents further flea infestations for a month
+ Kills fleas on dogs within 12 hours of appiication

- Treats, prevents and controls lice inlestations
= Waterproof

- fragrance-free

i

! H
—

—_—

‘Actlve Ingredient % By Welght |

imidacloprid o, 10% =1

Pyriproxyfen 0.46% p—

Other Ingredlents.. 0.44% ‘_“""wll _|
....... - 100.0

Total,

KEEP OUT OF REACH OF CHILDREN
CAUTION

See below for First Aid and Precautionary
Statements.

PRECAUTIONARY STATEMENTS
‘HAZARDS TO HUMANS: Hammful if

swallowed, Causes moderate eye irriiation.
‘Avoid coniact with eyes or clothIng. Wash
hands thoroughiy with soap and warm water
after handling.

HAZARDS TO DOMESTIC ANIMALS
for external use only. Do notuse on puppies
under 7 weeks of age. As with any product,
‘consult your veierinarian before using this
product on debifitated, aged, pregnant or
nursing animals. indlvidual sensitivities, while
rare, may occur after using ANY pesticide
‘product for pets.

if sighs persist, or become more severe,
;consult a veterinariar immediately. if your
animal is or medicatlon, corsuit your
veterinarian before using this or any other
product.

For consumer guestions call 1-800-255-6826,
for medical emergencies call 1-800-422-9874.

JoPhystelan: Treatthe patlent symptomatically.

DIRECTIONS FOR USE

it[s a violation of Federal Law to use this
product in a manner inconsistent with its : i
labeling.

HOWTO OPEN Soec |
1. Being careful not to cut cioseto the blisier
cavitles, take scissors and cut off one
section of the card containing a single tube.
2, Take the separated section, and cut into the|
blister cavity across the smail side, close to
the cap of the tube. :
3. Peel off the foll, and take outthe tube.
4.Repeat steps 1 to 3 for each tube,

HOW TO APPLY i
1. Use oniy on dogs. Do not use on other f
animals. |
z.Remaove one applicator tube from the i i
|

package. See “HDW TO DPEN" section.
3. Hold applicator tube in an upright position. |
Puil cap off tube.

% ;ﬁii@%
4. Turn the cap around and piace other endfaf. =
cap back on tube. cebere

5. Twist cap to break seal, then remove cap co
from tube.

6. The dog should be standing for easy
application. Part the hair on the dog’s back, ;
between the shoulder biades, until the skin |
is visible. Place the tip of the tube on the ;
skin and squeeze the tube to expelthe |
entire contents directly on the skin,

Do not wet this product in your pet's eyes or!
mauth,

B B W ®
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7. Discard empty tube as described in Storage

i and Disposal.

8. linder normat conditions the productis

| effective for a month. However, in case of
severe flea infestaticn, retreatment may be

{ necessary earlier than four weeks. Do not
re-treat more often than once every seven

i (7) days. After flea controt is obtained,

* returs to @ monthiy retreatment scheduie.

ADDITIONAL INFORMATION

The successive feeding activity of fleas on
dogs frequenty elicits a hypersensitivily skin
disorder known as flea aliergy dermatitis
{FAD} or flea bile hypersensitivity, Treatment
of dogs with Advantage il rapidly kilts fleas
within 12 hours which may reduce the
incidence of this condition.

Advantage il kitls existing fleas on dogs within
12 hours, Reinfesting fleas are kilied within

2 hours with protection against further Rlea
intestation tasting forfour (4) weaks. Pre-
existing pupae in the environment may
continue to emarge for six (6} waeks or fonger
dependmg upon the climatic condilions.

F[eas, flea eggs, and flea latvae in the dog’s
environment are killed following contact with
‘an Advantage il treated pet, Advantage Il
provides muiti-stage flea conlrol effectivety
breaking alt flea tife-cycle stages for quick and
Tasting controi of flea poputations.

‘Advantage il klils aduit fleas quickiy (within 12
heurs), inhibits the devaiopment of immature
FPlea life stages and prevents them from
Teaching the biling adult stage.

Advantage I Kllls chewing lice that infest dogs
and puppies, and prevents further
infeslations.

Advantage I is waterproof and remains
eifective foliowing a shampoo treatment,
swimming or after exposure to rzin or
sunlight.

Monthiy treatments are required for optimal
controf and prevention of fleas.

STORAGE AND | DiSPOSAL -

down any Indoor of outdoor drat

LIMITED WARRANTY AND

LIMITATION OF DAMAGES i
Bayer HealthCare LLC, Animal Heatth Division
warrants that this material conforms to the
chemical description on the label. TO THE
EXTENT CONSISTENT WiTH APPLICABLE LAW, |
BAYER MAKES NO OTHER EXPRESS OR '
IMPLIED WARRANTY, INCLUIDING ANY OTHER 1
EXPRESS DR IMPLIED WARRANTY OF FITNESS
OR MERCHANTABILITY, and no agent of Bayer,
is authorized to do so exceptin writing with a -
specitic reference to this warranty, Any
damages arising from a breach of thls
warranty shail be limited to direct damages
and shail not include conseguential .
commercial damages such as loss of prohits or
values, elc.

Manufactured For

‘Bayer HealthCare LLC, Animat Healrh Division,
:0.Bax 350, Shawnee Mission, Kansas 66201 USA
‘Bayer, the Bayer Cross and Advantage ar
registared trademarks of Bayer

© 2010 Bayer HeaithCare LLC

jMadtz {n Germany

Advantage Il is protected by the fotiowing L1.S.
patents; 6,232,326 and 6,001,858

79145896

83000535/04461707/04461715, R.0

EPA Est.No, 11556-DEU -1 i
EPA Reg. No. 11556-128

Bayer HealthCare
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Bayer HealthCare

Animal Health

June 01, 2011

Document Processing Desk

Office of Pesticide Programs (7504P) — NonPRIA
U.S. Environmental Protection Agency

Room §-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PMQ1

Subject: Advantage 11 Kitten (EPA Reg. No. 11556-150)
Advantage II Small Cat (EPA Reg. No. 11556-151)

Advantage Il Large Cat (EPA Reg. No. 11556-152) Bayer HealihCare LLC
ayer HealthCare

Advantage II Small Dog (EPA Reg. No. 11556-128) Animal Heallh
Advantage II Medium Dog (EPA Reg. No. 11556-125) P.O. Box 390
Advantage II Large Dog (EPA Reg. No. 11556-127) Shawnee Mission, KS 65201

Advantage Il Extra Large Dog (EPA Reg. No. 11556-130)

Bayer HealthCare LLC, Animal Health Division received notice from the
Agency for the conditional registration requirement of enhanced quarterly
incident reporting for Advantage Il Dog and Cat registrations on April 29,
2010 and June 24, 2010 respectively. This enhanced reporting was to begin
with the quarter starting January 01, 2011. In compliance with this request,
Bayer is providing the following listing of incident reports along with tables
of additional analysis as requested in the Agency’s letters of April 29, 2010
and June 24, 2010. In addition, Bayer’s letters to the Agency regarding
notification of first shipment dated December 09, 2010 are attached for
reference.

This submission includes the following tables covering incident reporting
from January 01, 2011 through March 31, 2011:

Summary Table {multiple pages due to length)
Breed Summary

Age Range Summary

Clinical Signs Summary

Organ System Summary

Patient Weight Range Summary

Product Weight Range Summary

104



( {

Bayer HealthCare
Animal Health

Page 2 of 3

Route of Exposure Summary
Secondary Exposure Summary

Due to the length of some of the tables and to provide the Agency the ability
to sort, this data is being provided electronically on a CD. The data was
extracted from Bayer’s pharmacovigilance data base (P.V. Works).

Deaths

Deaths were reported in two (2) felines that had previously received

treatment with Advantage II during the period of review. Specifics are as E?ﬁ;mgg&%m e

follows: _ PO. Box 390
Shawnee Missian, KS 86201

2011-US0006708

An unspecified Advantage II product (unknown if for Dogs or Cats and

unknown dose) was applied to a 6 year old male cat of unknown weight and

breed. Anundetermined time post-application, the cat made a low,

grumbling sound, his body went limp, and he wasn't moving. The owner

took the cat to a veterinarian who was unable to resuscitate the cat. No

necropsy examination was performed.

Assessment:

Death would not be expected with topical use of the product. With no

necropsy being performed it is impossible to verify cause of death and any

involvement the product may have had. The product was applied to other

cats in the household at the same time without consequence. The attending

veterinarian suspects cardiac arrest of unknown reason and the veterinarian

did not believe the event was product-related.

2011-US0007111

On 25 Mar 2011 Advantage II Large Cat was applied to Corduroy an 11
pound, 10 year old, neutered male, Domestic Shorthair per labeled
directions. At the same time Advantage I was applied a Capstar was given
per the direction of the vet. Capstar and Advantage II were administered to
Corduroy due to a massive flea infestation that was causing severe anemia.
At an unspecified time after application Corduroy became anorexic,
wouldn't drink, was lethargic and ended up passing away on 27 Mar 2011.
Assessment.

105



( (
Bayer HealthCare
Animal Health

Page 3 of 3

Symptoms leading to death would not be expected with the topically acting
product. The patient also had severe anemia which needs to be considered.
With out a necropsy being performed it is impossible to verify the cause of
death and any involvement the product may have had. What role, if any, the
concomitant medications played in this case cannot be determined as well.
The owner noted she did not believe that the product played a role in the
patient’s death.

We believe this summary of data meets the requested information in the
Agency’s requirements for enhanced reporting as outlined in its January 19, Eﬁi’:;ﬁf:g?: are Lo
2011 communication to Bayer. P.O. Box 390

Shawnee Mission, KS 66201
A report with the confidential sales information and additional analysis of
incident rates based on doses sold is being sent to the Registration Division,
Immediate Office (attn. Ms. Kimberly Nesci).

If there are any questions regarding this submission, please contact me by
phone at 913.268.2573 or by e-mail at gary.brumley@baver.com.

5

<,
Gary Brumley &

Senior Consultant
Regulatory Affairs
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Bayer HealthCare
Animal Health

Vite Federtd Express - Express Saver
December 9, 2010

Document Processing Desk

Office of Pesticide Programs (7504P) — NonPRIA
U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 222(02-4501

Attention: Ms. Venus Eagle/PM 01

Subject: - Advantage Il Small Dog (EPA Reg. No. 11556-128) —
Advantage Il Medium Dog (EPA Reg. No. 11556-125)..
Advantage Il Large Dog (EPA Reg. No. 11556-127) ~ E??:%H;ﬁ??m LLC
- Advantage [l Extra Large Dog (EPA Reg. No. 11556-130) P.0. Box 390

Shawnee Misslon, KS 66201-0390
Dear Ms. Eagle:

Reference 1s made to the current registrations of the subject products. One
of the conditions of acceptance of the subject registrations is that “fWe]
must provide the Agency with a projected release for shipment at least 30
days in advance.”

Therefore, we are liereby notifying the Agency that our first
anticipated shipment of product will be on or after January 17, 2011.

If you have any questions, please do not hesitate to call (913-268-2751).

Sincerely,

Douglas A. Spilker. %/%\

Manager, EPA Regulatory Affairs
Doug.Spilker @Bayer.com

Cc: K. Davis (EPA) — email ceee



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF CHEMICAL
SAFETY AND POLLUTION PREVENTION

o}‘uoﬂ iy

N

ey JUN 22 700

Douglas Spilker, Ph.D

Bayer HealthCare LLC, Animal Health Division
P.O. Box 390

Shawnee Mission, KS 66201-0390

Dear Dr. Spilker:

Subject: Revised Basic Confidential Statements of Formulation (CSFs)
Advantage 11 Small Dog, EPA Reg No. 11556-128
Advantage 11 Medium Dog, EPA Reg No. 11556-125
Advantage 11 Large Dog, EPA Reg No. 11556-127
Advantage II Extra Large Dog, EPA Reg No. 11556-130
Your submission dated June 1, 2010

The CSFs referred to above, submitted in connection with your application for
registration under the Federal Insecticide, Fungicide, and Rodenticide Act, as amended are
acceptable. All previously dated Basic CSFs for this product are superseded and are considered
obsolete.

If you have any questions, please contact Autumn Metzger at (703) 305-5314 or
metzger.autumn@epa.gov.

Regards,

(=N

Venus Eagle (PM 01) ¥©-f
Insecticide-Rodenticide Branch
Registration Division (7505P)

Page I of 1
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FAST-TRACK AMEN NTS~Completeness Screening Checklist
Experts In-Processing Signature: o %’/ y

EPA Reg. Number:
| No: | NAS
1 | Application Form (BPA Form 8570-1) —signed? L
5 Confidential Statement of Formula (EPA Form 8570-29) — signed? l/
3 | Certification with Respect to Citation of Data (EPA Form 8570-34)
signed? l/
4 Formulator’s Exemption Statement (EPA Form 8570-27) - signed? (-
| 5 | Data Matrix (EPA Form 8570-35) [Applicable, for adding me-t00 uses] L
a) Selective Method?
b) Cite-All Method? Applicant owns data or list only the compames
offered to pay
¢)  Public copy of Matrix pr_ovided? See PR Notice 98-5

6 | Is Label Iucluded? (5 copies) /

Coniments:

N6 fo e

LA

109




(

AGENG?

Faf

1 \Z
=

% 045
R

L proi®

June 3, 2010

DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

PRODUCT NAME: ADVANTAGE II SMALL DOG
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 11556-128

EPA RECEIPT DATE: 06/02/10

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

WASHINGTON, D.C. 20460

.\,,r\“m s“"e-&. UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

OFFICE OF

PREVENTION, PESTICIDES AND

TOXIC SUBSTANCES

The Office of Pesticide Programs has received your application for an amendment and it

has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team

1, at (703) 308-8045.

Sincerely,

B A ptoa —
Front End Processing Staff
Information Services Branch

Information Technology & Resources Management Division
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Fee for Service] (8757077~

This package includes the following for Division
© New Registration ©AD
©® Amendment °BPPD
®RD
DOStudies?  UFee Waiver? ok M 1
S .
Ovolpay % Reduction: | of
Receipt No. S-| 875707
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 6/2/2010

% This item is NOT subject to FFS action.

Action Code:

Requested:

Granted:

Amount Due; $

j_mﬂ'ﬂa cbﬁ{‘mwnd 13@61)2 (OI/%J/FO

% Inert Cleared for Intended Use

Parent/Child Decisions:

w(\) e,

Uncleared Inert in Product

Date: [0[%}/()

Reviewer: 47{ I/D%’QJT
N

Remarks:
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*Inert ingredient information may be entitled to confidential treatment*

L y | Print Form _]

Piaase rend ingtructio or; revarse bafore comp ot #1473, F: Approved. OMB No. 2070 N ﬁgg[gui gm![gg 2-23-‘
Py United States Registration QPP |dentifiar Number
Q"’EPA Environmental Protection Agency X| Amendment
Wagshington, DC 20480 Other

Application for Pesticide - Section |

1. Compeny/Product Number 2. EPA Product Manager 3. Propogsad Clessification
11556-128 V.
Eagle None |:| Restricted
4. Company/Praduct {(Nema) PME
Advantage 1l Small Dog Team 01
S. Nome and Address of Applicant finclude ZIP Codef 6. Expedited Reveiw. In accordance with FIFRA Section 31c]13)
Bayer HealthCare LLC, Animal Health Division {b}{i}, my product is similar or identical in composition and labeting
P. Q. Box 390 to!
Shawnee Mission, KS 66201-0390 EPA Reg. No.
D Chack ff ihis (s a new address Product Name
Section - Il
Amendmaent - Explain below. Finn! printad labels in rapeonse to
Agency letter dated
D Rasubmission in response to Agency lettar datad D "Me Too" Application.

D Natification - Explain below. D Other - Explain balaw,

Explanation: Use additional pagels) if nocessery. (Far sectian ! and Soctian I).)

Enclosed for Agency acceplance are 2 copies of the Confidential Statement of Formula, dated 06/01/10, revised to widen the certifted
limits for [}, and npdate other information. Please see attached for further information. Minor formulation change (no data to review);

Non-PRI1A action.

Section - I}

1. Matariel This Product Will Bs Packeged In:

Child-Rasistan1 Packaging Unit Packaging Water Saluble Packeging 2. Type of Container
B Yos B Yes Yos Metal
Xt Pastic
No No N§ Gless
. . if "Yeas™ No. par If "Yas™ No. per Popar
* Cemﬁ‘iatm” must Unit Peckaging wgt. container Package wot container Other 1Spacifyl
be submitted :
3. Locetion af Nat Cantents Information 4. Sizels] Ratail Cantainer 5. Locetion of Label Directions
On Labe)
D Labol D Cantainar On Labellng accompaning product
8. Mannor in Which Lebel is Affixed to Product Lithograph D Qther
___| Papar glusd
Stoncilad
Section - IV <t
t. Contact Point {Compiate itams diractly below for fdantificetion of individual to be contactad, if necessary, to process this cep¥oation.}
—_—
Narme Title l Talaphonecﬁl'o. {fnclude Atea Code}
- + N L £ EE T
Douglas A. Spilker, Pl. D. {doug.spilker.b@bayer.com) | Manager, EPA Regulatory Affairs ¢ i s95‘3-268-%’{'561D
_ - -
Certification CeLel 8. 'Date Application
- £l =, H
1 cantily thet the statsments | hove made on this form and all attachmaents thereto are trus, accurote and complate.  « Rogsived
1 acknowladge that eny knowlinglly felse or misteading statement mey be punishable by fine or imprisoimbit er ¥ove {Stamped)
both under applicable law. et ©
= .
2. Signature 3. Tite frives
/% M Manager, EPA Regulatory Affairs Jreee,
LY}
4. Typed Nome v 8. Date
Douglas A, Spilker, Ph. D. 0/ June 2ot

EPA Earm B570-1 I1Rov. 3-94) Pravious editions ara obsolete. White - EPA Fila Copby Jotiotnell Yellow - Applicant Co



Bayer HealthCare
Animal Health

Via Federal Express

June 1, 2010

Office of Pesticide Programs (7504P) — Amendments/NonPRIA
U.S. Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention; Ms. Venus Eagle/PM 01

Subject: Advantage I Small Dog (EPA Reg. No. 11556-128)
Advantage H Medium Dog (EPA Reg. No. 11556-125)
Advantage I Large Dog (EPA Reg. No. 11556-127)

- Bayer HealthCare LLC
Advantage H Extra Large Dog (EPA Reg. No. 11556-130) pucaaivs
F.0. Box 390
Dear Ms. Eagle: Shawnee Mission, KS 66201-0380

Enclosed please find applications for the revision of the Confidential
Statements of Formula for the subject products. All of the revisions are
identical for all four products, so we would appreciate it if all four
actions be assigned to the same reviewer, Although these are
amendments, there are no data to review, and we hope that these could be
expedited during the review and acceptance process.

If you have any questions, please do not hesitate to call (913-268-2751).

Sincerely, .
LEEE

Douglas A. Spilker. Ph. D. ee’ &
Manager, EPA Regulatory Affairs <. ¢
Doug.Spilker.b@Baver.com ceecce ::: .

Enclosures: 4 Applicaticns for Amendment, dated 06/0t/10

Eagle 060110 cover letcr.doc
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Bayer HealthCare

Animal Health

Via Federal Express

June 1, 2010

Document Processing Desk

{Amend - Non-PRIA Action}

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S§-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 222(2-4501

Attention: Ms. Venus Eagle, PM Team 01
Registration Division

Advantage Il Small Dog (EPA Ree, 11556-128)

a. Form 8570-1 Application for Amendment
b. Attachment to Application (1 page)

Bayer HeallhCare LL.C

Animal Heallh

P.0. Box 390

Shawnee Mission, K3 66201-0380

¢. Confidential Statement of Formula, dated 06/01/10 (2 copies)
d. Confidential Statement of Formula, dated 09/09/09 (Supersedes) w/EPA

Acceptance letter, dated 11/04/09

Eagle Adv I D Anmend CSF 0601 10.doc @’



() -
Material to be added to an e-Jacket/Jacket

Reg. No. /{QS(O -1< 8 Decision # L/LI/O /80

Description: AM FE E/MPU/Q g

1. Placerlg,}twithin the e-Jacket/jacket:

Default: (chronological, top = newest)

[0 File Location: (eg. "before page 45 in .pdf")

2. IQ/ Send to Data Extraction contractors this material:
[1 Newly stamped accepted label
El/f\;otification
[] New CSF
[] Other

3. Attach this coversheet to the top of the material or jacket. It must be well
organized and clipped together, NOT STAPLED. Then give the material with
this coversheet to staff in the Information Services Center (Room §-4900).

Reviewer: M/\,L%QA UﬂM)l\@/LL Division: RD

Phone: 102-> - O\ A Date: Q/Z,'z’ //O

Created September 27, 2010
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, 20460

QFFICE QOF
PREVENTION, FESTICIDES AND
TOXIC SUBSTANCES
SEPZ 29
Mary McKinney Hunt
Bayer HealthCare LLC
Animal Health Division
PO Box 390

Shawnee Mission, KS 66201

Subject: Notification of the addition of the agency required changes (letter dated 4/29/2010) and
the optional text [Sample-not for (re)sale] for Advantage II Small Dog (EPA Reg. # 11556-128)

Dear Ms. McKinney Hunt:

The Agency is in receipt of your Application for Pesticide Notification under Pesticide
Registration Notice (PRN) 98-10 dated 9/15/2010 for the product Advantage II Smali Dog (EPA
Reg. # 11556-128). The Registration Division (RD) has conducted a review of this request for
its applicability under PRN 98-10 and finds that the action(s) requested fall within the scope of
PRN 98-10. The Confidential Statement of Formula (CSF) and/or label submitted with the
application has (have) been stamped “Notification” and will be placed in our records.

If you have any questions, please call me directiy at 703-347-0156 or
urbanski.jennifer@epa.gov.

Sincerely,

A W Ln

Jennifer Urbanski
Registration Division (7505P)
Office of Pesticide Programs
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. H
Please read instructions on reverse belfore comple.  form. ( . Form Approved, OMB No. 2070-0080
OPP Identifier Number

Py EPA United States ] Registration
‘_"’ Environmental Protection Agency [] Amendment

Washington, DC 20460 Other:
Application for Pesticide - Section |
1. CompanyfProduct Number 2. EPA Product Manager 3. Proposed Classitication
11556-128 Venus Eagle
4, Company/Product (Name} PM# N None Restrict
Advantage II Small Dog 01/Team I D stncted
5. Name and Address ol Applicant {Inchide ZIP Code} 6. Expedited Review. In accordance with FIFRA Section 3{c)(3)

Bayer HealthCare LL.C, Animal Health Division | (b)(f), my product is similar or identical in composition and labeling
PO Box 390 to:

Shawnee Mission, KS 66201 EPA Reg. No.
[ 1 Check i this is a new address Product Name
Section « II
D Amendment ~ Explain below. D Finaf printed labels in response to Agency letter dated
D Resubmission in response to Agency letter dated D “Me Too" Application
Notification - Explain below. ] other- Explain befow
Explanation: Use additional page(s) if necessary. (For Section | and Section I1.) NOTIFICATION
NON PRIA ACTION. Please see attached for more detail. SEP 2 7 2010

Enclosed for Agency acceptance s a draft fabet for Advantage IT Smatl Dog (EPA Reg. No. 11556-128), The proposed revistons are in
accordance with Agency fctter dated 4/29/2010 and added the optionat text: (Sample-not for (re)satel.

Section -~ [ll

. Materal This Product Will Be Packaged In;

Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container
Yes® ] Yes ] Yes [ 1 Metal
[ we [] No [ no {1 etastic
If “Yey Ne. per If “Yes” No. per D Glass
ape R Unit Packagin t. container Package wgt. conlainer
*Certification must gng g gewg ] Paper
be submitted ] otrer (Specitiy)
3. Location ol Net Contents Information 4. Size(s) Retall Container 5. Location of Label Directions
D Label D Container D On Labet
D On labeling accompanying product
6. Manner in Which Label is Atfixed to Product (] tithograph [ other
[ Paper glued
[] Stenciled
Section - [V

t. Contact Point {Complete ftems directly below for ideniificalion of individual to be comacted, if necessary, fo process this app!fcaﬁon)irf P

Name Titfe: Telephone No. {tnclude Area
Mary M, Hunt Pestivide Repistrations Manager ] oggq_e(_)_ vt

< ¢ 913-268-2311
Certification ¢ <6. Date Application

| certify that the statements | have made on this form and alf atachmenis thereto are true, accurate and complete. ¢« Rcceiee
acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment orboth  ¢| « (Stamped)
under applicable faw. . ¢ e,

2 Signatu 3. Title |7 e

“/(?ﬁ@.(»u‘“’lﬂ M Pesticide Registrations Manager  cccne . ‘
4. Typed Name* 5. Date et
Mary M. Hunt q_ - : .
v 5 -2010
EPA Form 8570-1 (Rev. 8-94} Previous editions are obsolele While- EPA File Copy (orfginal) Yellow- Applicant Copy
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EPA Form 8570-1, Page 2 of 2

bl

Bayer Health Care, Animal He...th Division
Advantage Il Small Dog

EPA Reg. No. 11556-128

September 15, 2010

Section It Explanation
Enclosed for Ageney acceptance is a draft label for Advantage Il Small Dog, EPA Reg. No. 11556-128,

The proposed revisions were made in accordance with Agency letter dated 4/28/2010, and added optional
text: [Sample-not for {re)sale]

This notification is consistent with the provisions of PR Noftice 98-10 and EPA regulations at 40 CFR
152.46 and no other changes have been made to the labeling or the confidential statement of formula of
this product. Bayer understands that it is a vielation of 18 U.S.C. Sec. 1001 to willfully make any false
statement to EPA. Bayer further understands that if this notification is not consistent with the terms of
PR Nofice 98-10 and 40 CFR 152.46, this product may be in violation of FIFRA and Bayer may be subject
to enforcement action and penalties under sections 12 and 14 of FIFRA.




2'n PRIA Action ( :
{ )

Bayer HealthCare
Animal Health

September 15, 2010

Document Processing Desk (NOTIF)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle, Team 1
SUBJECT: Notification of Label Revision to

Advantage II Small Dog, EPA Reg. No. 11556-128
Advantage Il Medium Dog, EPA Reg. No. 11556-125

Advantage Il Large Dog, EPA Reg. No. 11556-127 Baver HealthCare LG
Advantage Il Extra Large Dog, EPA Reg. No. 11556-130 pocbivinh
PO. Box 380

sh Mission, K 1-
Dear Ms. Eagle: awnee Mission, KS 86201-0380

Please find enclosed for the Agency’s review and acceptance, a Notification
(EPA Form 8570-1 and attachment) and draft label dated September 15, 2010
for each subject product.

The proposed revisions are the required changes in accordance with Agency
letter dated 4/29/2010, and the addition of optional text, [Sample-not for
(re)sale], to all package sizes (SKUs).

Thank you for your assistance with this notification process, and please contact
me at 913-268-2311 or mary.hunt.b@bayer.com if you have any questions or
need further information.

Respectfully,

BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION .

-
< [
LA ) "
3 r totEe ccbct

i 2

8 ¢

‘

i

Mary McKinney Hunt
Pesticides Regulatory Manager

Encl: (4) 8570-1 Application for Pesticide Notification .
(4) Attachment to Application for Pesticide Notification el
{4) Draft Label (3 cc each)
(4) Highlighted Label (1 cc each) el ©



, P {_,
Reason To Issue: Re\('.m;d per EPA letter 4/29/10, and added - wate: 09/15/2010

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

Advantage® II Small Dog

Once-A-Month Topical Treatment for Fleas and Lice
On Dogs and Puppies 7 Weeks and Older and Weighing 10 lbs. and Under

READ ENTIRE LABEL BEFORE EACH USE
For the Prevention and Treatment of Flea and Lice Infestations Jon Dogs]

[Selected optional claims bulleted here from page 6 and/or 7]

L}
. NOTIFICATION
: SEP 2 7 2010
]
L}
]
L}
%
Active Ingredients By Weight
Imidacloprid .. ... ... 9.10%
PyriproXylem . . .. e 0.46%
Other Ingredients. . . ..o et it et e e 90.44%
o 3 100.00%
EPA Reg. No. 11556-128 EPA Est. 11556-DEUM,
KEEP OUT OF REACH OF CHILDREN ~ ccocox  Sorefs
CAUTION copee e
[See back panel for First Aid] L e
[For Directions For Use, and Storage and Disposal (instructions), e

See supplemental labeling inside]

Advantage II Small Dog g highlighted.doc ~ Page 1 of 8

120



Reason To Issue:  Reviwed per EPA letter 4/29/10, and added (' Date: 09/15/2010

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS
Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on puppies under 7 weeks of age. As with any product,
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product
for pets. If signs persist, or become more severe, consult a veterinarian immediately. If your
animal is on medication, consult your veterinarian before using this or any other product.

FIRST AID

If Swallowed: » Call a poison control center or doctor immediately for
treatment advice.

¢ Have person sip a glass of water if able to swallow.

+ Do not induce vomiting unless told to do so by the poison
control center or doctor.

» Do not give anything to an unconscious person.

If In Eyes: » Hold eye open and rinse slowly and gently with water for 15-
20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue ringing eye.

» (Call a poison control center or doctor for treatment advice.,

If On Skin » Wash with plenty of soap and water.

HOT LINE NUMBER

Have the product container or label with you when calling a poison control center or doctor,

or going for treatment. For medical emergencies call 1-800-422-9874. For consumer

questions call 1-800-255-6826. cce
NOTE TO PHYSICIAN .

Treat the patient symptomatically. ¢ ceee

DIRECTIONS FOR USE o eve, e o

P gC €

1t is a violation of Federal Law to use this product in a manner inconsistent with‘iis labeling.”

E

Advantage Il Small Dog g highlighted.doc ~ Page 2 of 8
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Re'ason To Issue: Resz.ucd per EPA letter 4/29/10, and added ( Jate: 09/15/2010

HOW TO OPEN

1. Being careful not to cut close to the blister cavities, take scissors and cut off one
section of the card containing a single tube.

2. Take the separated section, and cut into the blister cavity across the small side, close
to the cap of the tube.

3. Peel off the foil, and take out the tube.
4. Repeat steps 1 to 3 for each tube.
HOW TO APPLY
I. Use only on dogs. Do not use on other animals.

2. Remove one applicator tube from the package. See “HOW TO OPEN” section.

3. Hold applicator tube in an upright position. Pull cap off tube.

[Visuals Depicting How to Open Applicator Tube]

4. Turn the cap around and place other end of cap back on tube.

5. Twist cap to break seal, then remove cap from tube.

[Visuals Depicting Application To Animal]

6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until the skin is visible. Place the tip of the tube on the
skin and squeeze the tube to expel the entire contents directly on the skin. Do not get
this product in your pet’s eyes or mouth.

7. Discard empty tube as described in the Storage and Disposal section.

Advantage IT Small Dog g highlighted.doc ~ Page 3 of 8
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Reason To Issue: Regwcd per EPA letter 4/29/10, and added (‘ Jate: 09/15/2010

8. Under normal conditions the product is effective for a month. However, in case of
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not
re-treat more often than once every seven (7) days. After flea control is obtained,
return to a monthly retreatment schedule.

ADDITIONAL INFORMATION

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD) or flea bite sitivity. Treatment of
dogs with Advantage® 11 Small Dog rapidly kills fleas within 12 hours which may reduce
the incidence of this condition.

Advantage® 11 Small Dog kills existing fleas on dogs within 12 hours. Reinfesting fleas are
killed within 2 hours with protection against further flea infestation lasting for four

(4) weeks. Pre-existing pupae in the environment may continue to emerge for six (6) weeks
or longer depending upon the climatic conditions.

Fleas, flea eggs, and flea larvae in the dog’s environment are killed following contact with an
Advantage® 11 Small Dog treated pet. Advantage® 11 Small Dog provides multi-stage flea
control effectively breaking all flea life-cycle stages for quick and lasting control of flea
populations.

Advantage® 11 Small Dog kills adult fleas quickly within 12 houss, inhibits the development
of immature flea life stages and prevents them from reaching the biting adult stage.

Advantage® 11 Small Dog kills [(biting) (chewing)] lice that infest dogs and puppies, and
prevents further infestations.

Advantage® 1I Small Dog is waterproof and remains effective following a shampoo
treatment, swimming or after exposure to rain or sunlight.

Monthly treatments are required for optimal control and prevention of fleas.

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Pesticide Disposal and Container Handling: Nonrefillable container. If empty: Do not
reuse or refill this container. Place in trash or offer for recycling if available.

If partly filled: Call your local solid waste agency or 1-800-422-9874 for disposal
instructions. Never place unused product down any indoor or outdoor drain.

Advaniage 11 Small Dog g highlighted.doc ~ Page 4 of §
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Reason To Issue: Re(\*..:Cd per EPA letter 4/29/10, and added ( vate: 09/15/2010

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY,
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a
specific reference to this warranty. To the extent consistent with applicable law, any
damages arising from a breach of this warranty shall be limited to direct damages and shall
not include consequential commercial damages such as loss of profits or values, etc.

Net Contents: XX Tubes, each 0.014 fl. oz. (0.4 mL)

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-128

Manufactured for
Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

Advantage T Small Dog g highlighted.doc ~ Page 5 of 8
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Réason To Issue: Refv.ucd per EPA letter 4/29/10, and added ( Jate: 09/15/2010

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

OPTIONAL MARKETING CLAIMS

¢ For use on dogs and puppies 7 weeks of age and older

Advantage II contains [imidacloprid], and [an/the] [insect growth regulator] [IGR]

[pyriproxyfen]

A single topical application remains effective for [4 weeks] [a month]

Convenient, casy to apply topical solution

Convenient, easy to apply and fragrance free [monthly] [topical solution]

Once a month topical flea treatment for dogs 7 weeks of age or older

Advantage I is indicated for the prevention and treatment of fleas on dogs

7 weeks of age and older

For the treatment and prevention of flea [and lice] infestations

One treatment prevents further flea infestations for [4 weeks] [a month]

¢ Kilis fleas on dogs within [12] hours and continues to prevent infestations for
[four weeks] [a month]

e Kills fleas before they Iay eggs

Larval flea stages in the dog’s environment are killed following contact with an

Advantage Il treated dog

Kills larval stages of fleas in the dog's environment

Kills fleas within [12] hours of application

Stops existing flea infestations by killing adult fleas

Prevents [Stops] reinfestations by killing adult fleas before they lay eggs

[Prevents] [Stops] flea eggs from hatching [into biting adults]

Effectively breaks the flea life cycle

Effectively targets all [life] stages of [fleas]

[Kills] [Controls] all flea life stages

3-way flea protection ([kills] [controls] adults, larvae, and eggs)

[Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting)

(adul?)] fleas

Treatment with Advantage II rapidly kills fleas which may cause flea allergic

dermatitis [FAD] or flea bite hypersensitivity

Flea adulticide, larvicide, and ovicide

Kills flea eggs

Controls highly [irritating] [annoying] [flea] [insect] bites

Controls flea problems

Provides flea protection

Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea

infestations in the home

* Starts working through contact

* & o & 9

Advanlage T Small Dog g highlighted.doc ~ Page 6 of 8
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{

Reason To Issue: Rechd per EPA letter 4/29/10, and added * Date: (9/15/2010

o Use flea [prevention][protection] year-round

o Contains an insect growth regulator (IGR) to kill flea eggs and prevent re-
infestation

¢ Monthly use of Advantage Il kills fleas which may cause ([flea allergy

dermatitis][flea bite hypersensitivity])

Multi-stage flea control

Prevents fleas on treated dogs from infesting (reinfesting) your home

Kills fleas which may serve as intermediate hosts for tapeworms

Kills [(biting) (chewing)] lice

For treatment and prevention of [(biting} (chewing)] lice [infestations]

St isting [(biting) (chewi lice infestations

Treats, prevents and controls [(biting) (chewing)] lice [infestations]
Provides effective control of [(biting)} (chewing)] lice [infestations]

Kills [(biting) (chewing)] lice and prevents further infestations

For treatment and prevention of infestations with [(biting) (chewing)] lice
Remains effective after bathing and/or swimming

Remains effective following swimming and/or shampooing

Waterproof

Remains effective after exposure to rain or sunlight

Fragrance free

[In child-resistant packaging]

Advanlage T Small Dog g highlighted.doc ~ Page 7 of 8
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Reason To Issue: Re&-.ucd per EPA letter 4/29/10, and added J Jate: 09/15/2010

(Label on Individual Tube)

Advantage® II Small Dog
9.10% Imidacloprid

(.46% Pyriproxyfen

0.014 f1. oz. (0.4 mL)

EPA Reg. No. 11556-128

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000

Advantage 1T Small Dog g highlighted.doc ~ Page § of 8
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/ (
Material to be added to an e-Jacket/Jacket

Reg. No. 155t 2@

Description:

1. O Placement within the e-Jacket/jacket:
77 Default: (chronological, top = newest)

O File Location: (PDF page number, i.e., “before page
45”)

2. O Send to Data Extraction contractors this material:
-~ Newly stamped accepted label
| Notification
O New CSF
O Other:

3. Attach this coversheet to the top of the material or jacket. It
must be well organized and clipped together, NOT STAPLED.
Then give the material with this coversheet to staff in the
Information Services Center (Room S-4300).

Reviewer’s Name: Autumn Metzger

Phone: _ 305-56314 Division: IRB

Date: ‘@ 5/4]/0

Created March 17, 2009
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, 20460

5 5
.\."‘\ﬁ &')A‘,E X

§ &8 =

3 M"" 2 APR 29 2010 OFFICE OF

_:%‘ § PREVENTION, PESTICIDES
) st AND TOXIC SUBSTANCES

Douglas Spilker, Ph.D

Bayer HealthCare LLC, Animal Health Division
P.O. Box 390

Shawnee Mission, KS 66201-0390

Dear Dr. Spilker:

Subject: Review new Child Resistant Packaging studies (CRP), amend the opening

instructions on the label per the CRP studies submitted and change the primary
brand name

Advantage II Small Dog

EPA Registration No. 11556-128

Decision No. 424618

The labeling referred to above submitted in connection with the Federal Insecticide,

Fungicide and Rodenticide, as amended, is acceptable with the following comments and
conditions:

Label Comments:

1.

The primary brand name change from “Advantage Plus 10 for Dogs” to “Advantage II
Small Dog” i1s acceptable.

On page 4, under “Additional Information,” revise the sentence that reads “Treatment of
dogs with Advantage II rapidly kills fleas which .... condition” to read “Treatment of
dogs with Advantage II rapidly kills fleas within 12 hours which ....condition” to qualify
“rapidly.”

On page 4, under “Additional Information,” revise the sentence that reads “Advantage II
kills adult fleas quickly, inhibits... adult stage” to read “Advantage II kills adult fleas
quickly within 12 hours, inhibits....adult stage™ to qualify “quickly.”

On page 4, under the “Storage and Disposal” section, revise the subheadings to read:
“Pesticide Storage” and “Pestieide Disposal and Container Handling.”

On page 6, under “Optional Marketing Claims,” revise the claim that reads “Starts
working by contact” to read “Starts working through contact.”
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6. On page 7, under “Optional Marketing Claims,” revise the claim that reads [Dual-Action]

[2-way] formula” to qualify what is meant by “dual-action” and “2-way.”

7. On page 7, under “Optional Marketing Claims,” revise the claim that reads “Dual

protection (against fleas and lice)” to read “Dual protection against fleas and lice” to
qualify what is meant by “dual protection.”

Conditions of acceptance:

1.

This registration is now time-limited and expires two years from the date this product is
first released for shipment.

You must provide the Agency with a projected release for shipment at least 30 days in
advance.

Only one basic confidential statement of formula will be on file for this product at any
one time; no alternate formulations or minor formulation amendments will be submitted
or approved for this product.

You must submit quarterly enhanced incident reports and quarterly sales information in
doses sold for this product beginning [January 1, April 1, July 1, or October 1, whichever
date most closely follows the release for shipment date.]

Please flag any Confidential Business Information as such. Enhanced incident reporting
should be submitted to the Product Manager. Quarterly sales information should be
submitted to the Registration Division, Immediate Office (attn: Kimberly Nesci).

The following is a list of information that must be included in the quarterly reports for
each incident:

EPA Registration Number

Product name (brand name)

Lot#

Where purchased: internet, store, veterinarian
Active Ingredient(s)

Weight range for product

Date on which incident occurred. (mm/dd/yyyy)
State in which the incident occurred. (standard 2 letter abbreviation)
Registrant case #

Species: dog, cat, other (specify)
Breed: (as reported by pet owner)
Age: months or years

Sex: M, F, or neutered

Weight: pounds
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4.

Primary Route of Exposure: dermal, oral, other animal, inhalation, other

Body System: neurological, dermatological, GI, respiratory, ocular, other

Major signs noted with separate column for each sign, using standard terminology
Time to Onset; (hours, days)

Treated by veterinarian: yes or no

First time product used: yes or no

Misuse: use on incorrect species, overdose, too frequent dosing, other (describe)
Any known precondition

EPA Severity Code: death, major, moderate, minor

Qutcome: died, recovered, still treated, unknown

Along with the enhanced incident reporting, you must submit an analysis of the incidents
seen, to include the following details:

- All incidents should be reported including all minor dermal and ocular irritation
reports.

- Summary table for dogs showing number of incidents of each severity code for
each route of exposure. Each incident should only be reported once. If one
incident has several routes of exposure, the order should be ocular > oral >
dermal. In other words, an incident with both oral and dermal exposure would be
reported as oral exposure, and an incident with both ocular and oral exposure
would be reported as ocular exposure.

- A similar summary table for cats (misuse or secondary exposure) showing
number of incidents of each severity code for each route of exposure.

- Summary table for dogs and table for cats showing number of incidents that are
believed due to secondary exposure (e.g., multi-pet households).

- A summary table for dogs showing number of incidents for each severity code for
these age ranges: <3 months, 3-6 months, 6-9 months, 9-12 months, 1 yr, 2 yr, 3
yr,4yr,5yr,6yr,7yr,8yr,%yr, 10yr, 11 yr, 12 yr, 13 yr, 14 yr, 15 yr,>15 yr.

- A summary table showing the number of dog incidents for each severity code for
each pet weight range on the product label.

- A summary table for dog weight showing number of incidents for each product
weight range. This table should show number of incidents in dogs weighing less
than that product weight range, number of incidents in dogs in lower half of
weight range, number of incidents in dogs in upper half of weight range, and dogs
welighing more than the product weight range.

- Table showing number of incidents for each dog breed.
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- Table showing number of incidents in dogs for each clinical sign.
- Table showing number of incidents in dogs for each organ system.
- Report aggregate incidents, but do not combine moderate and minor incidents.

If EPA determines that future mitigation measures are necessary for all pet spot-ons, the

Agency will inform registrants. If mitigation measures are necessary, EPA may take regulatory
action.

Two copies of the finished labeling must be submitted prior to releasing the product for
shipment. If these conditions are not complied with, the registration will be subject to
cancellation in accordance with FIIFRA sec, 6(e). Your release for shipment of the product
constitutes acceptance of these conditions. A copy of your label stamped “Accepted with
Comments” is enclosed for your records. If you have any questions regarding this [abel, please
contact Autumn Metzger at (703) 305-53 14,

Sincerely,
"
\,[//u(/cz/)_ 4 S
Venus Eagle
Product Manager 01

Ingecticide-Rodenticide Branch
Registration Division (7505P)
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Reason To Issue:  Minor updates and change primary brand

Date; 04/28/10

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

Advantage® IT Small Dog

Once-A-Month Topical Treatment for Fleas and Lice
On Dogs and Puppies 7 Weeks and Older and Weighing 10 lbs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea and Lice Infestations [on Dogs}

[Selected optional claims bulleted here from page 6 and/or 7]

Active Ingredients

Imidacloprid . . . ... ... e
Pyriproxyfen ... ...
OtherIngredients. . . ..., ..o i

EPA Reg. No. 11556-128

ACCEPTED
With COMMENTS
In EPA Letter Dated:
APR 29 7010
Under the Federal Insecticide, Fungicide
and Rodenticide Act, As amended, for the
pesticide Registered under EPA Reg. No:

W550-128

%
By Weight

............. 9.10%
............. 0.46%
............. 90.44%
.............. 100.00%

EPA Est, 11556-DEU-I

KEEP OUT OF REACH OF CHILDREN

CAUTION

[See back panel for First Aid]

[For Directions For Use, and Storage and Disposal (instructions),

See supplemental labeling inside]

Advaniage 1T Small Dog f.doc Page 1 of 8

133



Reason To I[ssue:  Minor updates and change primary brand Date: 04/28/10

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS
Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing,.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on puppies under 7 weeks of age. As with any product,
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product
for pets. If signs persist, or become more severe, consult a veterinarian immediately. If your
animal is on medication, consult your veterinarian before using this or any other product.

For consumer questions call 1-800-255-6826. For medical emergencies call 1-800-422-9874,

FIRST AID

Have the product container or label with you when calling a poison control center or doctor,
or going for treatment.

IF SWALLOWED: Call a Poison Control Center or doctor immediately for treatment
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unless
told to do so by the poison control center or doctor. Do not give anything to an unconscious
person,

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

IF ON SKIN: Wash with plenty of soap and water.

TO PHYSICIAN: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

Advantage 11 Small Dog f.doc Page 2 of 8
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Reason To Issue:  Minor updates and change primary brand Date: (4/28/10

HOW TO OPEN

1. Being careful not to cut close to the blister cavities, take scissors and cut off one
section of the card containing a single tube.

2. Take the separated section, and cut into the blister cavity across the small side, close

to the cap of the tube.

Peel off the foil, and take out the tube.

4, Repeat steps 1 to 3 for each tube.

(%]

<

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package. See “HOW TO OPEN” section.

3. Hold applicator tube in an upright position. Pull cap off tube.

[Visuals Depicting How to Open Applicator Tube]

4. Turn the cap around and place other end of cap back on tube.

5. Twist cap to break seal, then remove cap from tube.

[Visuals Depicting Application To Animal]

0. The dog should be standing for easy application, Part the hair on the dog’s back,
between the shoulder blades, until the skin is visible. Place the tip of the tube on the
skin and squeeze the tube to expel the entire contents directly on the skin. Dg not get
this product in your pet’s eyes or mouth,

Advanlage 11 Small Dog f.doc Page 3 of 8
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Reason To Issue:  Minor updates and change primary brand Date: 04/28/10

____________________________ NAMe. e Supersedes: 12/07/09
7. Discard empty tube as described in the Storage and Disposal section.
8. Under normal conditions the product is effective for a month. However, in case of

severe flea infestation, retreatment may be necessary earlier than four weeks., Do not
re-treat more often than once every seven (7) days. After flea control is obtained,
return to a monthly retreatment schedule.

ADDITIONAL INFORMATION

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of
dogs with Advantage® II rapidly kiils fleas which may reduce the incidence of this
condition.

Advantage® 1 kills existing fleas on dogs within 12 hours. Reinfesting fleas are killed within
2 hours with protection against further flea infestation lasting for four (4) weeks. Pre-
existing pupae in the environment may continue to emerge for six (6) weeks or longer
depending upon the ciimatic conditions.

Fleas, flea eggs, and flea larvae in the dog’s environment are killed following contact with an
Advantage® II treated pet. Advantage® II provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations,

Advantage® I kills adult fleas quickly, inhibits the development of immature flea life stages
and prevents them from reaching the biting adult stage.

Advantage® 1T kills [(biting) (chewing)] lice that infest dogs and puppies, and prevents
further infestations.

Advantage® 11 is waterproof and remains effective following a shampoo treatment,
swimming or after exposure to rain or sunfight.

Monthly treatments are required for optimal control and prevention of fleas.

STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place.

Disposal: Nonrefillable container. If empty: Do not reuse or refill this container, Place in
trash or offer for recycling if available.

If partly filled: Call your local solid waste agency or [-800-422-9874 for disposal
instructions, Never place unused product down any indoor or outdoor drain.

Advantage 11 Small Dog f.doc Page 4 of 8
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Reason To Issue:  Minor updates and change primary brand Date: 04/28/10
name, ... Supersedes: 12/07/09

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE |
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY,

INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a
specific reference to this warranty. To the extent consistent with applicable law, any

damages arising from a breach of this warranty shall be limited to direct damages and shall

not include consequential commercial damages such as loss of profits or values, etc.

Net Contents: ([One][Four] [Six]) 0.014 fl. oz. (0.4 mL) Tubes
EPA Est. 11556-DEU-1
EPA Reg. No. 11556-128

Manufactured for
Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

Advanlage 11 Small Dog f.doc Page 5 of 8
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Reason To [ssue:  Minor updates and change primary brand Date: 04/28/10
<--oooDamE, .. Supersedes: 12/07/09 .

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

OPTIONAL MARKETING CLAIMS

e For use on dogs and puppies 7 weeks of age and older

Advantage II contains [imidacloprid], and [an/the] [insect growth regulator] [IGR]

[pyriproxyfen]

A single topical application remains effective for [4 weeks] [a month]

Convenient, easy to apply topical solution

Convenient, easy to apply and fragrance free f[monthly] [topical selution]

Once a month topical flea treatment for dogs 7 weeks of age or older

Advantage Il is indicated for the prevention and treatment of fleas on dogs

7 weeks of age and older

For the treatment and prevention of flea fand lice] infestations

« One treatment prevents further flea infestations for [4 weeks] [a month]

» Kills fleas on dogs within [ 2] hours and continues to prevent infestations for
ffour weeks] [a month]

¢ Kills fleas before they lay eggs

Larval flea stages in the dog’s environment are killed following contact with an

Advantage II treated dog

¢ Kills larval stages of fleas in the dog's environment

¢ Kills fleas within [12] hours of application

» Stops existing flea infestations by killing adult fleas

¢ Prevents [Stops] reinfestations by killing adult fleas before they lay eggs

* [Prevents] [Stops] flea eggs from hatching finto biting adults]

» Effectively breaks the flea life cycle

» Effectively targets all [life] stages of [fleas]

» [Kills] [Controls] all flea life stages

s 3-way flea protection ([kills] [controls] adults, larvae, and eggs)

e [Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting)
(adult}] fleas

» Treatment with Advantage I rapidly kills fleas which may cause flea allergic
dermatitis [FAD] or flea bite hypersensitivity

+ Flea adulticide, larvicide, and ovicide

¢ Kills flea eggs

¢ Controls highly [irritating] fannoying] [flea] [insect] bites

¢ Controls flea problems

» Provides flea protection

» Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea

infestations in the home
¢ Starts working by contact

Advantage II Small Dog f.doc Page 6 of 8
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Reason To Issue:  Minor updates and change primary brand Date: 04/28/10

[Dual-Action}[2-way] formula
Use flea [prevention][protection] year-round
e Contains an insect growth regulator (IGR) to kill flea eggs and prevent re-
infestation
e Monthly use of Advantage II kills fleas which may cause ([flea allergy
dermatitis][flea bite hypersensitivity])
Multi-stage flea control
Prevents fleas on treated dogs from infesting (reinfesting) your home
Kills fleas which may serve as intermediate hosts for tapeworms
Kills [{biting)} (chewing)} lice
For treatment and prevention of [(biting) (chewing)] lice [infestations]
Stops existing [{biting) (chewing)] lice infestations
Dual protection {(against fleas and lice)
Treats, prevents and controls [(biting) (chewing)] lice [infestations]
Provides effective control of [(biting) (chewing)] lice [infestations]
Kills [{(biting)} (chewing)] lice and prevents further infestations
For treatment and prevention of infestations with [(biting) (chewing)] lice
Remains effective after bathing and/or swimming
Remains effective following swimming and/or shampooing
Waterproof
Remains effective after exposure to rain or sunlight
Fragrance free
[In child-resistant packaging]

s & & » & & & &5 5 & 5 5 2 4 B & 0

Advantage II Small Dog f.doc Page 7of 8
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Reason To Issue:  Minor updates and change primary brand
name.

{Label on Individual Tube)

Advantage® II Small Dog
9.10% Imidacloprid

0.46% Pyriproxyfen

0.014 fl. oz. (0.4 mL)

EPA Reg. No. 11556-128

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000

Advantage 11 Small Dog f.doc Page 8 of 8

Date: 04/28/10
_.Supersedes; 12/07/09
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CHILD-RESISTANT PACKAGING REVIEW
Technical Review Branch

IN 1/12;2010 ouT 3/312010
it T AL

RD, TRB, Reviewed by Rosalind L. Gross 3/8/2010

EPA Reg. No. or File Symbol 11556-125, 11556-127, 115566-128, 11556-130

DP Barcode_ D372672, 372669, 372664, 372662

Decision # 424617.424616, 424618, 424615
EPA Petition or EUP No.

Date Division Received  12/11/2009

Type Product(s) _Insecticide (flea product)

Data Accession No(s). 479321-01,02,03,04; 479322-01,02,03,04; 479323-
01,02,03.04; 479320-01,02,03,04

Product Mgr./Chemical Review Mgr/Contact Person RM 01 (Autumn Metzger)
Division RD

Product Name(s) Advantage Plus 20 for Dogs, Advantage Plus 55 for Dogs,
Advantage Plus 10 for Dogs, Advantage Plus 100 for Dogs

Company Name(s)_Bayer Healthcare LLC

Submission Purpose Review of CRP studies to determine if they are adequate to
support CRP certification for retail blisters of nonchild-
resistant tubes.

Active Ingredient(s), PC code, & % Imidacloprid 9.1%

Pyriproxyfen 0.46%

Summary of Findings

The CRP certifications submitted December 7, 2009 for EPA Registration No.
11556-125, 11556-127, 11556-128, 11556-130 are acceptable. A screening of CRP
studies (MRID numbers 479321-01,02,03,04; 479322-01,02,03,04; 479323-
01,02,03,04; 479320-01,02,03,04) revealed the CRP studies associated with the
lowest senior adult use effectiveness (SAUE) was MRID number 479322-04 and
the lowest child-resistant effectiveness (CRE) was MRID number 479320-03. A
comprehensive review was done for the lowest SAUE including the CRE associated
with it (MRID numbers 479322-04 & 479322-03); the lowest CRE including the SAUE
associated with it (MRID numbers 4738320-03 & 478320-04); and the 6 tube 1ml size
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SAUE and CRE (MRID numbers 479321-04 & 479321-03) because the size difference
between the 0.4m] size reviewed under EPA Reg. No. 11556-RLR and 2.5m} size
reviewed here as the lowest SAUE was too large. The results of the comprehensive
review for MRID numbers 479322-04 & 479322-03, MRID numbers 479320-04 &
479320-03, and MRID numbers 479321-04 & 479321-03 indicate these studies pass
the CRE sequential test chart and SAUE requirements in 16 CFR 1700.20. For the
details of each study refer to the attached summary chart (summarycht11556-
125,127,128,130.doc).

Based on the CRE and SAUE values the registrant reported for MR!D numbers
479321-01 & 02; 479322-01& 02; 479323-01,02,03,04; 479320-01& 02 along with a
computerized analysis of the data these studies pass the CRE sequential test chart and
SAUE requirements in 16 CFR 1700.20. For the details of each study refer to the
attached summary chart (summarycht11556-125,127,128,130.doc).

In conclusion all the requirements for CRP have been met for EPA Reg. No.
11556-125, 11556-127, 11556-128, and 11556-130. However, the directions on
opening the package given to consumers must be identical to those given to the
seniors during testing for the blisters. The senijor testing directions are on the
labels for EPA Reg. No. 115566-125, 11556-127, 11556-128, and 11556-130 dated
December 7, 2009. Should any human experience/epidemiological evidence
indicate a problem once the product is in the marketplace, the Agency reserves
the right to reexamine this data comprehensively and fo question the child
resistance of the package involved.

Package

The package is a plastic blister with a foil backing containing tubes of product,
which the registrant refers to as a tropical foil KIS blister. The blister is the child-
resistant packaging, CRP, not the individual {ubes.

Toxicity

The toxicity of the product, which contains 9.1% Imidacloprid and 0.46%
Pyriproxyfen, is based on toxicity data for a 9.0% Imidacloprid and 0.48% Pyriproxyfen
formulation. The acute oral LDs, study MRID 4708394-11 (8.0% Imidacloprid and 0.48%
Pyriproxyfen) is 1098mg/kg for the female rat, no male rat was used in the study. The
toxic or harmful amount for an 11.4 kg child is 12.5g (1098mg/kg x 11.4kg), which is
11.4ml of product (12.5g divided by 1.092g/m! [product density]).

Failure
For the purposes of CRP testing a child failure is access to 12.5¢g = 11.4m} or 9 blister

cavities, whichever is less. A blister cavity failure for the child test was defined as
any breach/penetration of the blister cavity, a visible incision or opening made by a
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child, or any amount of placebo/water accessed.

A Senior Adult Use Effectiveness failure is failure {o open the blister cavity in the
prescribed test time of 5 minutes for the first package or 1 minute for the second
package, cutting the tube while opening the blister cavity for either the first or second
package, or accessing any amount of placebo/water while opening the blister cavity for
either the first or second package.

Toxicity, Child Failure, and Package

Package Size Toxic/Harmful Amt | Child Failure
4 tubes @ 1mi 12 tubes 9 tubes
6 tubes @ 1mi 12 tubes 8 tubes
4 fubes @ 2.5ml 5 fubes 5 tubes
6 tubes @ 2.5ml 5 tubes 5 tubes
4 tubes @0.4ml 28 fubes 9 tubes
B tubes @0.4ml 29 fubes 9 fubes
4 tubes @ 4ml 3 tubes 3 tubes
6 fubes @ 4mi 3 tubes 3 tubes

Analysis of Data and Conclusion

The CRP ceriifications submitted December 7, 2009 for EPA Registration No.
11556-125, 11556-127, 11556-128, 11556-130 are acceptable. A screening of CRP
studies (MRID numbers 479321-01,02,03,04; 479322-01,02,03,04; 479323-
01,02,03,04; 479320-01,02,03,04) revealed the CRP studies associated with the lowest
senior adult use effectiveness (SAUE) was MRID number 479322-04 and the lowest
child-resistant effectiveness (CRE) was MRID number 479320-03. A comprehensive
review was done for the lowest SAUE including the CRE associated with it (MRID
numbers 479322-04 & 479322-03); the lowest CRE including the SAUE associated with
it (MRID numbers 479320-03 & 479320-04); and the 6 tube 1ml size SAUE and CRE
(MRID numbers 479321-04 & 479321-03) because the size difference between the
0.4ml size reviewed under EPA Reg. No. 115656-RLR and 2.5ml size reviewed here as
the lowest SAUE was too large.

Senior Adult Use Effectiveness Study 6 red tube blister 2.5 ml size (MRID

1 Note: Bayer considered a failure to open the tube (for the first or second package) or
open the fube and blister cavity in more than in the prescribed test time of 5 minutes for
the first package or 1 minute for the second package as a SAUE failure. This is more
stringent than the CRP regulations and the SAUE failure definition noted above. The
fube is not part of the CR feature. In those situations where the SAUE reported by the
company is less than the SAUE determined by Agency computer analysis, the lower
SAUE will be reported.
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479322-04 which is the lowest SAUE) involved having the test subjects open one
blister cavity during a 5 minute test period and a one minute test period. Scissors were
made available during testing because the test directions given to the seniors called for
their use. The results of the study were 94% SAUE. The study is a pass of the
Senior Adult test in 16 CFR 1700.20.

Child Study 6 red tube blister 2.5 ml size { MRID 479322-03) involved giving
each child 1 blister card with 6 fubes each containing 2.5 mil of water at the start of the
test. A child failure was defined as access to & blister cavities as the blister card
was the child-resistant feature. Data analysis showed one age calculation error, which
involved a 48 month old child reported as 49 months old. This error caused the age
distribution of the study to be incorrect. However, the overall results of the study were
not affected. Eight children accessed one or more blister cavities. 2 children accessed
6 blister cavities (2 failures), 1 child accessed 3 blister cavities, 2 children accessed
2blister cavities, and 3 children accessed 1 blister cavity. The resuits were 2 child
failures, which is also the lowest CRE. However another study with 2 child failures will
be used as the lowest CRE study. This study was a pass according to the child
sequential test in 16 CFR 1700.20.

Senior Adult Use Effectiveness Study 6 blue tube blister 4 ml size (MRID
479320-04) involved having the test subjects open one blister cavity during a 5 minute
test period and a one minute test period. Scissors were made available during testing
because the test directions given to the seniors called for their use. The results of the
study were 98% SAUE. The study is a pass of the Senior Adult test in 16 CFR
1700.20.

Child Study 6 blue tube blister 4 ml size (MRID 479320-03 which is the
lowest CRE) involved giving each child 1 blister card with 6 tubes each containing 4
mi of water at the start of the test. A child failure was defined as access to 3
blister cavities as the blister card was the child-resistant feature. The electronic
version of this study was not submitted correctly on the second CD version of the
studies, rather GL26415C a 2007 study was submitted under its name. However, the
original CD submitted with hard copy was correctly submitted for GL28115C and was
used for this review. Data analysis showed 1 age calculation error, which was a 46
month female reported as 47 months old. However, the subject remained in the same
age group so the age and sex disfribution remains acceptable. Eleven children
accessed one or more blister cavities. 2 children accessed 3 blister cavities (2
failures), 3 children accessed 2 blister cavities, and 6 children accessed 1 blister
cavity. The results were 2 child failures. This study was a pass according to the
child sequential test in 16 CFR 1700.20.

Senior Adult Use Effectiveness Study 6 turquoise tube blister 1 ml size
(MRID 479321-04) involved having the test subjects open one blister cavity during a 5
minute test period and a one minute test period. Scissors were made available during
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testing because the test directions given to the seniors called for their use. The results
of the study were 96% SAUE. The study is a pass of the Senior Adult test in 16
CFR 1700.20.

Child Study 6 turquoise tube blister 1 ml size (MRID 479321-03) involved
giving each child 2 blister cards with 6 tubes each containing 1 ml of water at the start
of the test. A child failure was defined as access to 9 blister cavities as the blister
card was the child-resistant feature. The company data summary incorrectly reported
the results, but the raw data in the hard copy was correct and agreed with the computer
analysis of the data. 12 children accessed one or more blister cavities. 1 child opened
12 blister cavities (a failure), 1 child opened 4 blister cavities, 1 child opened 3 blister
cavities, 4 children opened 2 blister cavities, and 5 children opened 1 blister cavity.
The results were one child failure. This study was a pass according to the child
sequential test in 16 CFR 1700.20.

Based on the CRE and SAUE values the registrant reported for MRID numbers
479321-01 & 02; 479322-01& 02; 479323-01,02,03,04; 479320-01& 02 along with a
computerized analysis of the data these studies pass the CRE sequential test chart and
SAUE requirements in 16 CFR 1700.20. For the details of each study refer to the
attached summary chart (summarycht11556-125,127,128,130.doc).

In conclusion all the requirements for CRP have been met for EPA Reg. No.
11556-125, 11556-127, 11556-128, and 11556-130. However, the directions on
opening the package given to consumers must be identical to those given to the
seniors during testing for the blisters. The senior testing directions are on the
labels for EPA Reg. No. 11556-125, 11556-127, 11556-128, and 11556-130 dated
December 7, 2009. Should any human experience/epidemiological evidence
indicate a problem once the product is in the marketplace, the Agency reserves
the right to reexamine this data comprehensively and to question the child
resistance of the package involved.
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CRPdatasummarycht

Company Name Bayer Healthcare LLC

Chemical - Pyriproxyfen 0.46%

imidacloprid 9. t%

March 5, 2010

A Senior Adult Use Effectiveness {SAUE) failure is failure to open the blister cavity in the prescribed test time of 5 min, for the 1% pkg or t min. for the 2™ pkg,
cutting the tube while opening the blister cavity for either the t* or 2 pkg, or accessing any amount of placebofwater while opening the blister cavity for either the
1% or 2™ pkg. Note: Bayer considered a failure to open the tube (for the t* or 2" pkg) or open the tube and blister cavity in more than in the prescribed test time
of 5 min. for the t* pkg or t min. for the 2™ pkg as a SAUE failure. This is more stringent than the CRP regutations and the SAUE failure definition noted above.
The tube is not part of the CR feature. in those situations where the SAUE reported by the company is less than the SAUE determined by Agency computer
analysis, the fower SAUE will be reported.
A child failure is access to t2.5g = t t.4mi for Product Density 1.092g/ml or 9 tubes, whichever is less
A blister cavity failure is any breach/penetration of the blister cavity, a visible incision or opening made by a child, or any amount of placebo/water accessed.
Access to a toxic or harmful amt = t2,56g = 1.098g/kg x t t.4kg (MRID 470884-11 oral LDsg) = 1 t.4mi for Product Density 1.092g/ml

% Al - Pyriproxyfen 0.46%
Imidacloprid 9. t%

EPA REG # MRID PKG Description Include ml | # Pkges Company Data Data Conclusion
per kg Blisteris CR
feature not tube.
# unit/pkg, child fail =# Child Get { CRE SAUE Comprehe | Only include CRE & SAUE via computer analysis
units, color, tox/harm = at Begin blister cavity = nsive Compu
#units Test be Review & | ter
why Analysi
5
11656-125 479321-02 4 turquoise tube @ 1mlin 99% 1fail X CRP Cerlification is ok. Lahef dated 12/7/02
GL29118BA tropical foil (KISI) blister. pkg B same CRP directions as in study. Data Analysis
dog product Water placebo in tube, open (cut showed 4 age calen errors {a 58 yr old fernale
: Tox/harm = 12 tubes, ¢hild tube) was reported as 58 yrs old, a 57yr old female
S fait = 9 tubes was reported as 58 yrs old, a 64 yr old female

was missing the test date, but it was in the hard
copy of data and the age was correct, a 49 yr old
male was reported as 52 years old.] There are
only 99 test subjects, a 49 yr old is not part of
the senior test panel. The age distribution is off.
The results are still a pass of the SAUE in 16
CFR 1700.20.
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EPA REG # MRID PKG Description Include ml | # Pkges Company Data Data Conclusion

per Pkg Blister|s CR
feature not tube.
# unit/pkyg, child fail = # Child Get | CRE SAUE Comprehe | Oniy include CRE & SAUE via computer analysis
units, color, tox/harm = at Begin blister cavity = nslve Compu
#units Test bc Review & | ter

why Analysl

5

11556-125 479321-01 4 turquoise tube @ Imlin 3 blisters | 0 Fail = Pass X CRP Certification is ok. Data Analysis showed 2
GL29118C tropical foil (KISI) blister. with 4 50 child test. 4 age calen errors [ a 48 month old male was
dog product Water placebo in tube. tubes children open_> reported as 49 months old, & 47 month old male

Toxtharm = 12 tubes, child | each 1be. 2 children was reported as 48 months old.] The age
faii = 9 tubes open 4bc, 1 distribution is off. 4 children apenz 1be, 2
_ child open 3bc, children open 4bc, 1 child open 3bg, 1 child open
e 1 child open 1bc |- 1be. No child failures. Study is a pass of the
child test according to sequential chartin 16
CFR 1700.20.

11556-125 478321-04 6 turguoise tube @ 1miin 98% 3 fail | X0.4- CRP Certification is ok. Label dated 12/7/09
GL28118A tropical fail (KISI) blister. openpkg | 2.5mltoo same CRP directions as in study, SAUE is 86%.
dog product Water placebo in tube. A(1cut lg. Se The study is a pass of the senior test in 16 CFR

Toxfharm = 12 tubes, child tube, Zno | 1ml. Did 1700.20.
fail = 9 tubes open Comprehe
tube), 1 nsive rev
fail open 0.4miin
pkg Bin EPA Reg
et 60 sec # 11556-
RLR
(MRID
479252-03
& 04)
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EPAREG# MRID PKG Description include mi | # Pkges Company Data Data Conclusion

per Pkg Biisteris CR
feature not tube.
# unit/pkg, child fail = # Child Get | CRE SAUE Comprehe | Only include CRE & SAUE via computer analysis
units, color, tox/harm = at Begin blister cavify = nsive Compu
#units Test b Review & | ter

why Analysi

$

11556-125 479321-03 6 turguoise tube @ 1mlin | 2 blisters | 1 Fail = Pass X04- CRP Certification is ok. The company data
GL29119C tropical1oil {KISI) blister. with 6 50 child test. 12 2.5mi too summary incorrectly reported 14 chitdren
dog product Water placebe in tube. tubes children opened lg. So opened > 1bc and incorrectly reported the

Tox/harm = 12 tubes, each > 1bc. 1 child iml. Did individua!l numbers of children opening certain
child fali = 9 tubes opened 12 be (a Comprehe numbers of be, but the raw data agreed with cur

. failure), 1 child nsive rev Computer Analysis. 12 children opened > 1bc. 1

- opened 4bc, 1 0.4ml in child opened 12 bc {a failure), 1 child opened

child opened EPA Reg 4be, 1 chitd opened 3be, 4 children cpened
3be, 4 children # 11556- 2be, & chitdren opened 1bc. There was 1 child
opened 2bc, 5 RLR failure. The study is a pass of the child test
chitdren opened {MRID according to sequential chartin 16 CFR
1bec. 479252-03 1700.20.

& 04)

11556-127 479322-02 4 red tube @ 2.5miIn 96% 31ail X CRP Ceriification is ok. Label dated 12/7/09
GL25116A tropical fail {KIS}) blister. open pkg same CRP directions as in study. Data Analysis
dog product Water ptacebo in tube. A (2 cut showed 1age calen error [a female reported as

Toxtharm = 5 tubes, chiid tube, 1 no 55 yrs old was really of indeterminate age due to
fail = 5 tubes open tube) birth date 5/21/2024.] Therefore the age
1 fail open distribution is off. The resuits are still a pass of
pkg B in the SAUE in 16 CFR 1700.20.
60 sec

11556-127 479322-01 4 red tube @ 2.5ml in 2 blisters | 0 Fail = Pass X CRP Certification is ok. The electronic version of
GL29116C tropicat foil {K!Sl) blister. with 4 50 child test. 6 this study was not submitted correctly on the 2™

_ dog product Water placebo in tube. tubes children open > version ofthe studies, rather GL26416C a 2007

Tox/harm = 5 tubes, child | each 1bc. 1 child study was submitted under its name. However,
fail = 5tubes open 3bc, 2 the criginal CD submitted with hard copy was
chitdren open correctly for GL 28116C and was used for this
2bc, 3 children review. Data Analysis showed 1age calcn error
open 1bc. [a 45 month cld female was reported as 46
months old]. However, the subject remained In
the same age grp, the age & sex distribution
remains ok. 6 children open > 1bc. 1 child open
3bc, 2 chitdren open 2bg, 3 children open 1bc.
No child failures. Study is a pass of the child
test according to sequential chartin 16 CFR
1700.20.
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EPAREG # MRID PKG Description Inciude ml | # Pkges Company Data Data Conclusicn
per Pkg Blisteris CR
feature not tube.
# unit/pky, child fail = # Child Get | CRE SAUE Comprehe | Cnly include CRE & SAUE via computer analysis
units, color, tox/harm = at Begin blister cavity = nsive Compu
#units Test be Review & | ter
why Analysi
s
11556-127 479322-04 6 red tube @ 2.5ml in 94% 3 fail | X lowest CRP Certification is ok. Label dated 12/7/09
GL29117A tropical foil (KISI) blister. openpkg | SAUE & same CRP directions as in study. SAUE is 94%.
dog product Water placebo in tube, A {2 cut also The study is a pass of the senior test in 16 CFR
Toxtharm =5 tubes, child tube, 1 no | lowest 170020
fail = 5 tubes open tube) | CRE
o 1 fail open
o~ pkg B {cut
tube), 2
fail pkg B
cpen in 60
sec
11556-127 479322-03 6 red tube @ 2.5mlin 1 blister 2 Fail = Pass X lowest CRP Certification is ok. Data Analysis showed
GL29117C tropical foil {KISI) blister. with 6 50 child test. 8 CRE & 1age calcn error {a 48 month female was
dog product Water placebo in tube. tubes children open > also reporied as 49 months old). The age distribution
Toxthamm = 5 tubes, ¢hild 1bc. 2 children lowest is off. 8 children open = 1bc. 2 children open
fall = 5 tubes open 6be {2 SAUE 6bc (2 failures), 1 child open 3be, 2 children
failures), 1 child open 2bc, 3 children open 1bc, There were 2
open 3be, 2 child fallures. The study is a pass of the child
children open test according to seqguential chartin 16 CFR
2bc, 3 children 1700.20.
open 1bc.
11556-128 479323-02 4 green tube @ 0.4ml in 95% 3 fail X CRP Certification is ok. Label dated 12/7/09
. GL29120A tropical foil (KISI) blister. open pkg same CRP directions as in study. Data Analysis
S’ dog produck Water placebo in tube. A{1cutbc showed 1age calen error {a 51 year female was
Tox/hamm = 29 tubes, chlld in half, 1 reported as 52 years old). However, the subject
fail = 9 tubes cut tube, 1 remained in the same age grp, the age & sex
10 open distribution remains ok. The maximum number
tube) 1 fail of test subjects per test site was exceeded for
open pkg one test site. The results are still a pass of the
B {no SAUE in 18 CFR 1700.20.
open tube)
1 fail open
pkg Bin
60 sec
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EPA REG # MRID PKG Description Include mi | # Pkges Company Data Data Conclusion

per Pkg Blister is CR
feature not tube,
# unitfpkg, child fail = # Child Get : CRE SAUE Comprehe | Only include CRE & SAUE via computer analysls
units, color, toxharm = at Begin blister cavity = nsive Compu
#units Test bo Review & | ter

why Analysi

5

11556.128 479323-01 4 green tube @ 0.4mlin 3 blisters 0 Fail = Pass X CRP Certification is ok. Data Analysis showed
GL29120C tropical foil (KIS1) blister. with 4 50 child test. 9 1age calcn error [a 45 month male was reported
dog product Water placebo in tube. tubes children open > as a 44 month old). The age distribution is off. 9

Toxthamm = 29 tubes, child | each 1bc. 1 child children open = 1bc. 1 child open 4bc, 1 child
fait = 9 tubes open 4bc, 1 open 3bc, 2 children open 2bg, 5 children open
o child open 3be, 1bg. No child1aifures. Study s a pass of the
e 2 children open child test according to sequential chartin 16
2be, 5 children CFR 1700.20,
open 1bc,

11558-128 479323-04 6 green tube @& 0.4mlin 99% 1 fail X CRP Certification is ok. Label dated 12/7/09
GL29121A tropleal foil (KIS) blister. pkg A {cut same CRP directions as in study. SAUE is 99%.
dog product Water placebe in tube. tube) The study is a pass of the senior testin 16 CFR

Tox/hamm = 29 tubes, child 1700.20.
fait = 9 tubes

11556-128 479323-03 & green tube @ 0.4ml in 2 blisters | 0 Fail = Pass X CRP Certification is ok. 5 children open » 1bo. 1
GL29121C tropical foil (KIS!) blister. with & 50 child test. 5 child open 3be, 4 children open 1be¢. No child
dog product Water placebo In tube. tubes children open > failures. Study is a pass of the child fest

Toxtharm = 29 tubes, child | each 1be. 1 child according to sequential chart in 16 CFR
fail = 9 tubes open 3bg, 4 1700.20.
children open
1be.
“"=56-130 478320-02 4 blue tube @ 4ml in 98% 1 fail X CRP Certification is ok. Label dated 12/7/09
— GL28114A tropical foif (KISI) blister. pkg A {ocut same CRP directions as in study. SAUE is 98%.
dog product Water placebo in tube. tube), 1 The study is a pass of the senior testin 16 CFR
Toxfhanm = 3 tubes, child fail pkg B 1700.20.
fail = 3 tubes in 60 sec

11556-130 479320-01 4 blue tube @ 4ml in 1 blister 0 Fail = Pass X CRP Certification is ok. Data Analysis showed 2
GL29114C tropical foil {KISI) blister. with 4 50 child test. 10 age calen errors [ a 45 month male was reported
dog product Water placebo in tube. tubes children open > as 46 months old, a 44 menth female was

Toxtharm = 3 tubes, child 1bc. 1 child reported as 43 months old). However, the
fail = 3 tubes open 2bc, 9 subjects remained in the same age grp, the age
children open & sex distribution remains ok. 10 children open
1be. > 1be. 1 child cpen 2be, 9 children open 1be,
No child failures. Study is a pass of the child
test according to sequential chartin 16 CFR
1700.2C.
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EPAREG# MRID PKG Description Include mi | # Pkges Company Data Data Conclusion
per Pkg Blisteris CR
feature not tube.
# unit/pkg, child fail = # Child Get | CRE SAUE Comprehe | Cnly include CRE & SAUE via computer analysis
units, color, tox/harm = at Begin biister cavity = nsive Compu
#units Test be Review & | ter
why Analysi
5
11556-130 479320-04 6 blue tube @ 4ml in 88% 2 fail | X SAVE CRP Certification is ok, Label dated 12/7/09
GL29115A tropical foil (KISI) blister. open pkg | associated same CRP directions as in study. SAUE is 98%.
dog product Water placebo in tube, B in60 with The study is a pass of the senior test in 16 CFR
Toxfharm = 3 tubes, child sec lowest 1700.20.
fail = 3 tubes CRE and
e Igest size
11556-130 479320-03 & blue tube @ 4mlin 1 bllster 2 Fail = Pass X lowest CRP Cenification is ok. The electronic version of
GL29115C tropical foil (KISI) blister. with 6 50 child test. 11 CRE and this study was not submitted correctly on the 2™
dog preduct Water placebo in tube. tubes children open > Igest size version of the studies, rather GL26415C a 2007
Toxtharm = 3 tubes, child 1bc. 2 child study was submitted under its name, However,
fall = 3 tubes open 3bc (2 the eriginal CD subrnitied with hard copy was
failures), 3 correctly for GL29115C and was used for this
children open review. Data Analysis showed 1 age ¢alen error
2bc, 6 children [a 46 month female was reported as 47 months
open 1 bc. old[. However, the subject remained in the same
age grp, the age & sex distribution remains ok.
11 children open > 1be. 2 ¢hlld open 3be (2
failures), 3 children open 2be, 6 children open 1
be. There were 2 child failures. The study is a
pass of the child test according to sequential
chart in 16 CFR 1700.20.

151




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

APR 2 9 2010
OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES
Douglas Spilker, Ph.D
Bayer HealthCare LLC, Animal Health Division
P.O. Box 390
Shawnee Mission, KS 66201-0390
Dear Dr. Spilker:
Subject: Regquest for Determination of need for Child Resistant Packaging studies (CRP)

for single dose sample packaging .
Advantage II Small Dog, EPA Registration No. 11556-128 *
Advantage II Medium Dog, EPA Registration No. 11556-125
Advantage II Large Dog, EPA Registration No. 11556-127
Advantage II Extra Large Dog, EPA Registration No. 11556-130

As indicated in the CRP review dated 3/8/10, a single tube size of any of the products
would not contain a toxic or harmful amount of the product and therefore CRP is not required at

this time.

However, “Should any human experience/epidemiological evidence indicate a
problem once the product is in the marketplace, the Agency reserves the right to reexamine
this data comprehensively and to question the need for child resistance of the package

involved.”

A copy of the review was provided at our meeting on April 27, 2010. Should you have
any questions, please contact Autumn Metzger at 703-305-5314 or metzger.autumn@epa.gov.

Sincerely,

T Eape_

Venus Eagle

Product Manager 01
Insecticide~-Rodenticide Branch
Registration Division (7505P)
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CHILD-RESISTANT PACKAGING REVIEW
Technical Review Branch

IN __2/23/2010 OUT __.3/8/2010

7@@4&&,@2/ F L ot
RD, TRB, Reviewed by Rosalind . Gross 3/8/2010

EPA Reg. No. or File Symbol 11556-125, 11556-127, 11556-128, 11556-130,
11556-RLN, 11556-RLR, 11556-RLE

DP Barcode____D374528 (for 11556-130)

Decision # 424615 (for 11556-130)
EPA Petition or EUP No.

Date Division Received  2/3/2010

Type Produci(s) Insecfiicide (flea product)

Data Accession No(s).

Product Mgr./Chemical Review Mgr/Contact Person RM 01 _(Autumn Metzger)
- Division RD

Product Name(s) Advantage Plus 20 for Dogs, Advaniage Plus 55 for Dogs,
Advantage Plus 10 for Dogs, Advanfage Plus 100 for Dogs.
Advaniage [GR 5, Advantage IGR 8, Advaniage IGR 18,

Company Name(s)_Baver Healthcare LLC

Submission Purpose Review of foxicity data and CRP regulations to determine if
single nonchild-resistant tubes are subject to CRP.

Active [ngredieni(s), PC code, & % Imidacloprid 9.1%
Pyriproxyfen 0.46%

Summary of Findings

While CRP is indicated based on residential use and the acufe oral LDs, the
actual amount of product in a single tube for these 7 products (EPA Registration
Numbers 11556-125, 11656-127, 11556-128, 11556-130, 11556-RLN, 11556-RLR, and
11556-RLE) is less than a toxic and harmful amount for an 11.4 kg child. Therefore, a
single tube for any of these 7 products in the sizes noted in the table herein (4ml
maximum size) is not subject to CRP. Any outer packaging on these tubes
resembling CRP especially the CRP being used for the 4 or 6 tube configurations
will be construed as voluntary CRP and necessitate CRP testing for each tube
size, CRP certification, and amendment of the pertinent registrations.
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Should any human experiencefepidemiological evidence indicate a
problem once the product is in the marketplace, the Agency reserves the right to
reexamine this data comprehensively and to question the need for child
resistance of the package involved.

Package

The package consists of individual tubes, which are not child-resistant
packaging (CRP).

Toxicity

The toxicity of the product, which contains 9.1% Imidacloprid and 0.46%
Pyriproxyfen, is based on toxicity data for a 8.0% Imidacloprid and 0.48% Pyriproxyfen
formulation. The acute oral LDsp study MRID 470894-11 (8.0% Imidacloprid and 0.48%
Pyriproxyfen) is 1098mg/kg for the female rat, no male rat was used in the study. The
toxic or harmful amount for an 11.4 kg child is 12.5g (1098mg/kg x 11.4kg), which is
11.4mi of product (12.5g divided by 1.092g/mi [product density]).

Toxicity and CRP

The CRP reguiations (40 CFR 157.22) indicate that a product for residential use
with an acute oral LDsg of 1.5g/kg or less is required to be in CRP. All 7 of these
products meet these criteria. However, CRP is intended to prevent children under 5
years of age from opening or obtaining a toxic or harmful amount of a substance in a
reasonable time (40 CFR157.21). A toxic or harmful amount is access to 12.5g9 =
11.4mi. None of these 7 products would contain a toxic or harmful amount in one tube
as is shown in the table below. The maximum amount of product in the largest tube
(4mi) is 4mi x 1.092g/ml = 4.37g.

EPA Reg # Tube Color & Size | Toxic/Harmful Amt | Child Failure {for
12.5g = 11.4ml CRP testing)

11556-125 1 turquoise tube @ | 12 tubes 9 tubes
imi

11556-127 1 red tube @ 2.5ml | 5 tubes 5 tubes

11556-128 1 green tube 29 tubes 9 tubes
@0.4mi

11556-130 1 blue tube @ 4mi 3 tubes 3 tubes

11556-RLN 1 turguoise tube @ | 50 tubes g tubes
0.23mi

11556-RLR 1 orange tube 29 tubes 8 tubes
@0.4mi

11556-RLE 1 purple tube 15 tubes 9 tubes
@0.8mi
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Analysis of Data and Conclusion

While CRP is indicated based on residential use and the acute oral LDsp, the
actual amount of product in a singie tube for these 7 products (EPA Registration
Numbers 11556-125, 115566-127, 115656-128, 115656-130, 115656-RLN, 115656-RLR, and
11556-RLE) is less than a toxic and harmful amount for an 11.4 kg child. Therefore, a
single tube for any of these 7 products in the aforementioned sizes in the table above
(4ml maximum size) is not subject to CRP. Any outer packaging on these fubes
resembling CRP especially the CRP being used for the 4 or 6 fube configurations will
be construed as voluntary CRP and necessitate CRP testing for each tube size, CRP
certification, and amendment of the pertinent registrations.

Should any human experience/epidemiological evidence indicate a
problem once the product is in the marketplace, the Agency reserves the right to
reexamine this data comprehensively and to question the need for chiid
resistance of the package involved.
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NOTE TO FILE:

These notifications, dated 4/9/10 were all superseded by a Label Amendment stamped 4/29/10
and closed out as so in OPPIN.

Autumn Metzger
4/29/10
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Plaare road Instrictions on reverse bhefore com,...dng form.

Form Approved. B No, 2070-0080

. Print Form ]

SEPA

Unitad Stotes Registration OFPP |dantifier Number
Environmental Protection Agency Amendment
Washington, DC 20480 % Oth ar

Application for Pasticide - Section |

1. Company/Product Nurmber

2. EPA Product Menager

3. Propossd Clacsification

Nona D Regtrictad

11556-128 Venus Eagle
4. Company/Preduct (Nsme) Pg!ll

Advantage Plus 10 for Dogs

5. Neme and Address of Applicant finciude ZiP Coda)

8ayer HealthCare LLC, Animal Health Division
P.0.Box 390
Shawnee Mission, KS 66201-0390

D Check if this is & new addross

to:
EPA Reg. No.

6. Expedited Review. (n accordance with FIFRA Section 3(c)(3)
{bHil. my product is similar or identical in composition and labeling

Product Name

Section - Il

El Ameandment - Exploin below.

El HResubmilesion in reeponse to Agency lattar dated

Notificetion - Explain balow.

Final printed labaele in raspones to
Agency letter deted

"Ms Too"” Appllcation,

]

D Other - Explain below.

Explanetion: Use sdditional pageis) If nacsssery. [For section I and Section 11}

Notification of addition of an Alternate Brand Name for subject product.
See attached for detailed explanaticn. Contact: doug.spilker.b@bayer.com

Section - llI

1. Meterisi This Product WHI Bs Pockagad In:

Child-Resistent Packaging | Unit Pockeging

Woter Soluble Pockeging

2, Type of Container

You* - Yao . Yep Motal
X Plastic
. No No No Glase
S 1 "Yoo" No. per it "Yos" No. per X __j Paper
* Certification must Unit Packogi i :
, ging wgt., containar Peckege wgt contalner Other {Specify)
ba submitted 1 i
3. Locotion of Not Contants Information 4. Sizels) Rateil Conteiner 5, Location of Letis] Directione

On Label

D Labal Containar 4/6-04ml tube On Labeling eccompenying product
6. Mannar in Which Lebel ie Affixad to Product Lithograph D Othar
A gepor :lmd
tancils

Section - IV

1. Contact Point {Compflete irams directly balow for identification of individual ro be contscrod, if necessary, to process thic appfication.}

Neme

Douglas A. Spilker, Ph D.

Title
EPA Reg. Affairs Manager

Talsphane MNo. iinclude Ares Code)
913-268-2751

both under applicable law,

Certificatlon

| cortify that the statamants | have mada on thic lorm and all attachments thereto ero true, accurate and complete.
| acknowledge that any knowingly falss or misleading stetement may bs punishable by fine or impAsonmont O ¢ cee

8. Deta Application
Flucelvad

v ,‘{.Jtampedl

2. Slgnature 3. Title e ¢ .
o L
14// EPA Reg. Affairs Manager ¢l ¢
-..- Lo ey : ] ¢ I
4. Typed Nems 5. Date v vl
Douglas A. Spilker, Ph D. 7 W 20/ Codue ) (.(
t._: LA )

EPA Form B8570-1 [Rev. 8-94i Pravious editians are obsolets.

Whits - EPA Flls Copy [otiginali

Vel - Applicant Copy

L2n o
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ATTACHMENT FOR
APPLICATION FOR PESTICIDE REGISTRATION
April 9,2010
Advantage® Plus 10 for Dogs (EPA Reg. No. 11556-128)

Notification of Alternate Brand Name

In addition to the primary brand name - Advantage® Plus 10 for Dogs - we are notifying
the Agency we plan to use the following alternate brand name for this product:

Advantage II Small Dog

As described in PR Notice 98-10, section “A. Brand Names — A registrant may change
the primary brand name and add or change one or more alternate brand names by
notification.” Therefore pursnant to PRN 98-10, Bayer Healthcare LLC, Animal Health
Division, is adding the alternate brand name - Advantage II Small Dog - to the file for
its product Advantage® Plus 10 for Dogs (EPA Reg. No. 11556-128).

This notification is consistent with the provisions of PR Notice 98-10 and EPA
regulations at 40 CFR 152.46 and no other changes have been proposed for the labeling
or the confidential statement of formula for this product. Bayer understands that it is a
violation of 18 U.S. C. Sec. 100} to willfully make any false statement to EPA. Bayer
further understands that if this notification is not consistent with the terms of PR Notice
08-10 and 40 CFR 152.46, this product may be in violation of FIFRA and Bayer may be
subject to enforcement action and penalties under sections 12 and 14 of FIFRA.

Page lof 1 Peedte

Natification 04-09-10 Adv 1 sd name Atisloe
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Bayer HealthCare
Animal Health

Via Federal Express 04/09/10

Document Processing Desk (NOTIF)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Enclosure: Bayer HealtnCare LLC
Animat Health
) RO. Box 390
Application for Pesticide Notification for: Shawnee Mission, KS 66201

Advantage Plus 10 for Dogs (11556-128)
Advantage Plus 20 for Dogs (11556-125)
Advantage Plus 55 for Dogs (11556-127)
Advantage Plus 100 for Dogs (11556-130)

Adv Phus Notif Cover 040910.doc
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Page 1 of 1

‘Advantage Ph
Doug Spilker
to:

Autumn Metzger
04/28/2010 03:32 PM

Cc:

Venus Eagle, Kable Davis
Show Details

Dear Ms. Metzger,
This email is to request changes in the primary brand names of the following registrations of Bayer
HealthCare, Animal Health Products:

EPA Reg. No. From To

11556-128 Advantage Plus 10 for Dogs Advantage Il Small Dog
11556-125 Advantage Plus 20 for Dogs Advantage Il Medium Dog
11556-127 Advantage Plus 55 for Dogs Advantage 11 Large Dog
11556-130 Advantage Plus 100 for Dogs Advantage 1I Extra Large Dog

We understand from our meeting with the Agency on 4/27/10 that these name changes are acceptable to the
Agency. Revised draft labeling with these new primary brand names will be sent to you in a separate email.

If you need anything further to appropriately make this official change to the respective registration files,
please let me know.

Best regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O. Box 390

Shawnee Mission, KS 66201-03%0
Country: USA

Bayer Animal Health "Protecting.Curing.Caring...Together”

The information confained in this e-mail is for the exclusive use of the inlended racipieni(s) and may be conlfidential, propriefary, andfor fegaily privileged.
Inadverten! disclosure of this message does nof consiifule a waiver of any privilege. If you receive this message in error, please do not direclly or indirectly uss,
print, copy. forward, or disclose any part of this message. Please also delele this e-maif and aff copies and nolify the sender, Thank you.
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Advantage |l Products - revised labeling
Doug Spilker o Autumn Metzger f_;:_f-;_04f28i2010 03:55 PM

Ce: Kable Davis, Venus Eagle

View: (Mail Threads) - "

Dear Ms. Metzger,

Please find attached appropriately revised draft labeling for the four Advantage II products for
dogs (11556-125. -127, -128, -130). You will note, that the newly requested primary brand
names have been used (see separate email of 4/28/10). As you requested in our meeting
yesterday, these labels have been revised according to your comments given to me in the
aforementioned meeting. In addition to those comments, I have made a few other minor
revisions, that conform to current EPA format and labeling requirements: a) put the signal word
in all CAPS (page 1), b) better separated the headings in the Precautionary statements (page 2), c)
added the words "Net Contents” (page 5) and d) added single tube to the list of sizes (page 5).

As you will recall, the DER from Ms. Gross allowed this single tube addition. I hope that these
minor changes do not delay the processing of the acceptance of these labels.

If you need anything further, please call.

Best regards,
Doug

Douglas A. Spilker, Ph.D,
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.O. Box 390
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Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Protecting. Curing.Caring...Together"

The informalion contained in this e-mail is for the exclusive use of the inlended recipieni(s} end may be confidenlial, propnietary,

andfor legally privileged. Inadvertent disclosure of this message does nof constitute a waiver of eny privilage. If you receive Ihis
message in error, please do not directly or indirectly use, print, copy, forward, or disclose any part of ihis message. Please also

dalete this e-mail and ail copies and nofify the sender. Thank you.

For allemale languages please go lo hilpibe erdiscleimer.ba erwab.com
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Doug To
Spllker/SHAWN/AGCHEM/US
JBAYER cc

0373172008 02:15 FM
bece

Subject

Bo,

Faael™

davis.kable@epa.gov
Rarish
Chopade/SHAWN/AGCHEMAUS/BAYER@BAYER-US-NOT

ES

Douglas
Hutchens/SHAWNJAGCHEM/US/BAYER@BAYER-US-NOT

ES; Bruce
Manin/SHAWN/AGCHEM/U S/BAYER@BAY ER-US-NOTES;

Dan
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

ES
CRP Discussion with Dr. Gross

Just a note. Rosalind Gross called today (79:30 CDT) and Dr. Chopade (Bayer) and | spoke with her

regarding her input on the document we recently (3/30/09} sent on the CRP testing. Since she called us, |
assume you gave her the go-zhead. She had three baslc comments to improve our testing:

1.

2.
water (from the tube),

3.

Marketing {contractor),

We should use the most recent acute oral toxicity study (Bayer Report No. 75922; MRID 4708941.1)
to calculate the Toxic Dose, rather than the one listed in the Reference - Page 1.
In the Tube Failure Criterion, it should be cons;dered a failure if the child has access to any amount of

In the Tube Failure Criterion (aduits), it should be considered a failure if the pariiclpant opens the
package improperly, that is not using scissors, How this should be discussed with Great Lakes

Since this was just guidance from her, it is our understanding that no additional action Is needed by us,

unless we have further questions,

For your jnformation,
Doug

Doug Spliker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102
Fax:+1913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.0. Box 390
Shawnee Mission, KS 66201-03590

Country: USA

Bayer Animal Health "Powered by People, Driven by Science”
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\\ = Subject Re; CRP Testing for Revised Packaging of Advantage Plus

Progucts

Excellent. Thanks, Doug. I will forward this information on.

Have a great, Tuesday.
Bo

Kable Bo Davis, MS .

Entomologist
U.S. Environmental Protection Agency

Insecticide-Rodenticide Branch
Registration Division [7505F)
1200 Pennsylvania Ave. NW
Washington, DC 20460

Tel: 703 306-0415
rax: 703 305-6596
Email: davis.kable@epa.gov

[ >
| From I
[ ———— >
> —————————————————————————————————————————————————————————————————————————————
___________________________________________________________ I
[Doug Spilker <doug.spilker.b@bayer.com>
|
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——————————————————————————————————————————————————————————— I
| = ———— >
[ To [
I >
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——————————————————————————————————————————————————————————— [
|Kable Davis/DC/USEPA/USEEPA
|
>---—-—-—---—--—-—-—-—-—--—'— —————————————————————————————————————————————————————————————
----------------------------------------------------------- I
[ ~m———rm e —— >
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Dear Mr. Davis,
Reference is made to the meeting of March 4, 2002 (BAH: D. Spilker:

EPA: B. Davis, V. Eagle and R. Gross), which included a discussion on
Advantage Plus for Dogs {11556-125, -127, -128, -130} and our plans to
develop revised packaging for these products, as well as for the
yet-to-pbe submitted Advantage IGR for Cats product. 2&s you will recall,
these products require child-resistant packaging. As we discussed, we
understand that the full battery of tests with children and adult
seniors, 2s well as with all package sizes (colors) and all package
configurations (4-packs and 6-packs) is required. We will conduct these
tests as kefore with Great Lakes Marketing Company, Toledo, Ohio.

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the
CRP Testing plans. In that conversation, Dr. Gross requested we send her
some specific information about our protocol: a) the tést failure
criteria and b) confirmation that we will specifically instruct seniors
to use only the scissors provided during the tests. To that end,
please find attached a summary document addressing Dr. Gross' questions,
including information especially on the toxic dose calculations, total
number of studies needed, and the test failure criteria proposed for the
CRP testing of Advantage Plus/1GR blisters. The failure rates shown in
the attached are the same as used in the previously conducted studies
Child test example: Bayer Report He. 758%87; MRID 47089103 and Adult test
example: Bayer Report No, 75898; MRID 47089104) that were used to
support the currently registered Advantage Plus product/packages.

We request that this information be forwarded to Dr. Gross to answer her
questions. We are planning to conduct these studies in mid-April, so if
Dr. Gross has any questions or comments, We would appreciate her

feedback as soon is it is available.

Sincerely,
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Doug Spilker

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC

ANIMAL HEALTH

Office: +1 913-268-2751

Mobile; +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.0O. Box 390
Shawnee Mission, XS 66201-0390

Country: USA

Bayer Animal Health "Powered by People, Driven by Science”

The information contained in this e-mail is for the exclusive use of the
intended recipient(s) and may be confidential, proprietary, and/or
legally privileged. Inadvertent disclosure of this message does not
constitute a waiver of any privilege. If you receive this message in
error, please do not directly or indirectly use, print, copy, forward,
or disclose any part of this message. Please also delete this e-mail
and all copies and notify the sender. Thank you.

For alternate languages please go to http://bayerdisclaimer.bayerweb.com

fattachment "Advantage IGR CRP Testing -For EPA Review 3-27-08. doc“
deleted by Kable Davis/DC/USEPA/US]
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Poug ' To davis.kable@epa.gov

Spitker/SHAWN/AGCHEM/US .

/BAYER cc Harish
Chopade/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

03/30/2008 02:21 PM ES

bec Mary
Hunt/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;

Dan
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

ES; Bruce
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;

Douglas
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

ES; Jagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES

Subject CRP Testing for Revised Packaging of Advantage Pius
Products

Dear Mr, Davis,
Reference is made to the meeting of March 4, 2009 (BAH: D. Spilker; EPA: B. Davis, V. Eagle and R.

Gross), which included a discussion on Advantage Plus for Dogs (11556-125, -127, -128, -130) and our
plans to develop revised packaging for these products, as well as for the yet-to-be submitted Advantage
IGR for Cats product. As you will recall, these products require child-resistant packaging. As we
discussed, we understand that the full battery of tests with children and adult seniors, as well as with all
package sizes {(colors) and all package configurations (4-packs and 6-packs) is required. We will conduct
these tests as before with Great Lakes Marketing Company, Toledo, Ohio.

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the CRP Testing plans. In that
conversation, Dr, Gross requested we send her some speciflc information about our protocel: 8) the test
failure criteria and b) confirmation that we will specifically instruct seniors to use only the scissors
provided during the tests. To that end, please find attached a summary document addressing Dr. Gross’
questions, including information especially on the toxic dose calculations , total number of studies needed,
and the test failure criteria proposed for the CRP tesling of Advantage Plus/IGR blisters. The failure rates
shown in the attached are the same as used in the previously conducted studies {Child test example:
Bayer Report No. 75897; MRID 47089103 and Adult test example; Bayer Report No. 75898; MRID
47089104) that were used to support the currently registered Advantage Plus product/packages.

We request that this information be forwarded to Dr. Gross to answer her questions. We are planning to
conduct these siudies in mid-April, so if Dr. Gross has any questions or comments, we would appreciate

her feedback as soon is it is available.

Sincerely,
Doug Spilker

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O. Box 390
Shawnee Mission, KS 66201-0390

Country: USA

167



Bayer Animal Health "Powered by People, Driven by Science”
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Child-Resistant Packaging and Toxicology of
Advantage® IGR Formulation for Use in Cats and Dogs for Flea Control

INTRODUCTION '
The packaging requirements for pesticides and devices to be marketed in the United States are

prescribed in Code of Federal Repulations, 40 CFR Part 157.20. Bayer Animal Health has developed
a new product, Advantage® IGR {previously known as Advantage® Pjus), containing 9.1%
imidacloprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for the control of
fleas (all stages). The product will be marketed as three different sized tubes (1.0-mL, 2.5-mL and
4.0-mL total capacity) packaged in a 4-pack and 6-pack child resistant blisters. For cats, 0.23 mL, 0.4
mL or 0.8 mL product will be placed in a 1.0-mL capacity tube. For dogs, 0.4 mL or 1.0 mL product
will be placed in a 1.0-mL tube, 2.5 mL product in 2 2.5-ml. tube, and 4.0 mL product in & 4.0-mL
tube. The child-resistant (CR) feature of the packaging is the blisters. The tubes are pot child-
resistant; tubes will be identical to those currently marketed for Advantage® amd K9 Advantix®

products.

CALCULATION OF TOXIC DOSE
The acute oral LDy, for this new product (formulation with 9.1% imidacioprid and 0.9% pyriproxyfen)

was determined to be 1,283 mg/kg for male and 1,000 mg/kg for female rats.’  This product meets the

US EPA 40 CFR Part 157.22 requirements for child-resistant packaging according to the following |,

toxicity criteria: (1) Toxicity criterion — the pesticide has an oral LDs; of 1.5 g/kg or less, and (2) *
Use criterion — The product’s labeling either directly recommends residential use or reasonably can be

In Table 1, below, are given the number of tubes of each different size of this product a child weighing
25 pounds (11.4 kg) would have to ingest to reach a toxic dose (amount). "Toxic dose” for this
product as defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is the
acute oral LDy valoe. Thus, to err on the conservative side, the LDs; value of 1,000 mg/kg (= 1.0
g/kg) for female rats was used in the supporting calculations. The density of the product, 1.092 g/ml.,
was also used in the supporting calculations. A toxic dose of the Advantage® IGR formulation for a
child (25 1b = 11.4 kg) is calculaied as 10.44 L of Advantage® IGR product[i.e., (1.0 g/kg LDsx

11.4 kg body weight) + (1.092 g/mL density) = 10.44 mL].
Table 1. Tube Sizes, Nember of Tubes as Toxic Dose for a Child, and Test Failore Criferia

Advantage® IGR No. of Tubes* Constitute Test Fajlure Criteria
Tube Size (mL) as Toxic Dose for a Child (# Tubes Accessed by a Child)

0.23 46 (45.4) OF*

04 27 (26.1) 9

0.8 13 (13.05) 9

1.0 11 (10.4) 9

2.5 5{4.2) 5

4.0 ' 3(2.6) 3 .

*Calculated tube pumber in the parenthesis (with > 0.1 fraction) is rounded off to the next higher
integer. All tubes are single use, which means each tube contents are vsed as a single application.
**Per EPA guidance, 9 tubes is recommended as the test failure criteria for child panel testing when > 3

9 tubes represent a toxic dose for a child.

Reference: 1. Sturdivant, D.W. 1999. Acute oral LD, toxicity study with imidacloprid (9.1%Vpyriproxyfen
(0.9%) spot-on in rats, Bayer Animal Health Report Neo. 75195, MRIID No. 45096904,

Page 1 of 3
H. M. Chopade, 3/27/2009
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CRP TESTING OF BLISTERS
Bayer is planning on testing Advantage® IGR blisters made with two different lidding foils: Tropical

foil and PVC foil. As individual tube sizes of Advantage® IGR to be marketed for dog and cat will be
colored differently, we are going to CRP test individual tube size and blister type {4-pack or 6-pack).
Therefore, for blisters with either Tropical or PVC lidding foil, there will be a total of 8 CRP studies
(8 child panel + 8 senior adult panel) for the dog product (Table 2) and 5 CRP studies (5 child panei +
5 senior adult panel) for the cat preduct (Table 3) for each lidding foil type blisters. As a guideline
requirement for CRP testing purposes, all tubes will be filled with appropriate volume of water.

r

Table 2. Blister Packaging (CRP Studies) for Dogs

_{ Test Failure Criteria to be
Tube Size® & Blister T TieDons o Followed
Color Scheme spe 55_1b Child (Minimuim # of Tubes
P Accessed by a Child)
0.4 mL 4 pack 27 9
Green (Pantone 346() 6 pack 27 9
. 1.0 mLL 4 pack i1 9
Turqueise (Pantone 311C} 6 pack 11 [+]
2.5mL 4 pack 5 5
Red (Pantone 197C) 6 pack ) 5 5
4.0 mL 4 pack 3 3
Blue (Pantone 543C) 6 pack 3 3
*Each tube will contain appropriate volume of water,
Table 3. Blister Packaging (CRP Studies) for Cais
' _ | Test Failure Criteria to be
Tube Size® & Blister T Toxie Dose soa Followed
Color Scheme pe S5l Child (Minimum # of Tubes
Accessed by a Child)
0.23 mlL. 4 pack 46 9
Turquoise (Pantone 3260)
0.4 mL 4 pack 27 9
Orange {Pantone 157C) 6 pack *7 9
0.8 ml. 4 pack 13 9
Purple (Pantone 264C) 6 pack i3 9

*Each tube will contain appropriate volume of water.

CONDUCT OF CRP STUDIES
Both child panel and senior adult panel CRP studies for each blister & tube size (water-ﬁlled) will be

performed according to the test protocol prescribed in the Federal Register, Title 16, Part 1700.20, by
Great Lakes Marketing, Toledo, Ohio. Data collected for the studies will be analyzed and reported
according to the Agency guidelines. Also, CRP protocol test data will be made available to the _

Agency electronically on a CD-R.

A _Tube Failyre Criterion in Child Pane] Testing: In cbild pane] testing (50 1o 206 participants), any
small breach of a blister cavity {clearly visible small incision or opening) made by a child with finger
naiis or teeth would be counted as one tube failure,

Page 2 of 3
H. M. Chopade, 3/27/2009
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Use of a Pair of Scissors in Senior Adult Panel Testing: A senior adult panel will include 100

participants. As the blister Opening Instructions involve the use of a pair of scissors, senior
adult participants will be allowed to use a pair of scissors during the testmg, but they will be

warned against using a pocket knife or other tools,

Page 3 of 3
H. M. Chopade, 3/27/200%
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Bayer HealthCare
Animal Health

Via Federal Express

February 2, 2010

Office of Pesticide Programs (7504P) — Request for CRP Determination
(NO REG FEE)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive
Arlington, VA 22202-4501

Attention: Ms. Venus Eagle (PM 01)
Registration Division

Bayer HeallhCare LLC
Anirmal Health
£.0, Box 350

Subject: Advantage Plus products for dogs* Shawnee Mission, KS §6201-0390
(EPA Reg. Nos. 11556-125, -127, -128, -130)

Advantage IGR products for cats*
(EPA File Symbols. 11556- -RLR, -RLE)

Request for Determination that Sinele Tubes of Products
are Not Subiject to CRP Reguirements

Dear Ms. Eagle:

Reference is made to a teleconference, intiated by the Agency, between
Bayer Healthcare, Animal Health Division (D.A. Spilker/H. Chopade) and
Ms. Rosalind Gross of the Agency (January 13, 2010) regarding the
currently under-review Child-Resistant Packaging studies, submitted for
the pending actions of Advantage Plus for Dogs and Advantage IGR (for “srce’
cats.) In addition to other topics, there was discussion on the possibility of ce €
receiving a determination from the Agency that “single tube” presentations
of the subject products (all containing the identical formulation) would not ¢
be subject to the requirement of Child-Resistant Packaging. In addition to ecseec Teeee
marketing 4- and 6-packs of the products (in CRP packaging), Bayer plans ' -

to market all of the products in single tube presentations. celeet .

*The following table lists all of the products and actions involved with this
request: Ceced

Adv plus CRP single tube request 02021 1hdoc
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Ms. Venus Eagle Page 2
Registration Division February 2, 2010
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Product Reg/File Symbol No. | Decision Number
Advantage Plus 20 for Dogs | 11556-125 D-424617
Advantage Plus 55 for Dogs | 11556-127 D-424616
Advantage Plug 10 for Dogs | 11556-128 D-424618
Advantage Plus 100 for Dogs | 11556-130 D-424615
Advantage IGR 18 (for Cats) | 11556-RLE D-424199
Advantage IGR 9 (for Cats) 11556-RLR D-424200
Advantage IGR 5 (for Cats) 11556-RLN D-424201

Based on the toxic dose calculations presented in the attached document, it
becomes evident that a single tube of any of the 7 different sizes (or 0.23
mL to 4.0 mL formulation} would not approach an acutely toxic dose for a
child weighing 25 Ib. Therefore, child-resistant packaging for the single-
tube packaging for Advantage® IGR/Plus products for dogs and cats
should not be required nor should there be any need for CRP testing in this
case. Therefore, as recommended by Ms. Gross in the aforementioned
teleconference, we request the Agency to make a determination that gingle

tube presentafions of the aforementioned products are not subject to the
CRP requirements. ————

I you have any questions, please do not hesitate to call me at (913) 268-
2751,

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug.Spilker.b@Bayer.com

o ©
D AS LN 3
Attachment: creTee «
»  “A Request for Determination That Single Tube packaging of Advanatge c e ceee
IGR/Plus Products are Nol Subjecl to CRP Requirements,” dated 02/01/10, 3pp.  ccecec “eced”
(=% € €.
Cc:: Kable Davis, EPA “Lte oroee

Autumn Metzger, EPA
Rosalind Gross, EPA Cuiene

Adv plus CRP singie 1be request 0202{0.doc
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'y Bayer HealthCare

A Request for a Determination That Single-Tube Packaging of Advantage®
IGR/Plus Products Are Not Subject to CRP Requirements

1. OBJECTIVE

Bayer HealthCare, Animal Health Division, Shawnee, Kansas, is requesting a determination by EPA
that single-tube packaging of Advantage® IGR/Plus products (containing an identical formulation),
for use on cats and dogs for flea control, are not subject to CRP requirements. The background
information on the Advantage® IGR/Plus packaging and the justification for support of this proposed
determination are presented below.

2. INTRODUCTION

Bayer has developed a new product, Advantage® IGR (previously known as Advantage® Plus),
containing 9.1% imidacloprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for
the control of fleas (all stages); see Table 1 below for respective registration/file symbol numbers.
Bayer’s plan is to market the product for use on dogs as four different sized fubes (0.4-mL, 1.0-1nL,
2.5-mL, and 4.0-mL capacity) packaged in 4-pack and 6-pack child-resistant blisters. For cats, three
different volumes will be marketed, 0.23-mL, ii.4-mL or 0.8-mL; 0.4-mL and 0.8-mL tubes will be
placed in 4-pack and 6-pack blisters, but the 0.23-mL tubes will be packaged in 4-pack blister only.
The child-résistant (CR) feature of the product packaging is the 4-pack and 6-pack blisters. The
plastic tubes are not child-resistant. Moreover, the tubes will be distinctly color-coded by sizes. For
the marketing of the Advantage® IGR 4-pack and 6-pack KISI blisters, Bayer HealthCare sought
advice and concurrence from Dr, Rosalind Gross of USEPA (1Q 2009}, and subsequently completed
the CRP testing for the 4-pack and 6-pack KISI blisters. These blisters passed the CRP testing, and
the final reports for both cat and dog products were submitted to EPA for review in November 2009.

3. SINGLE-TUBE PACKAGING FOR ADVANTAGE® IGR PRODUCTS FOR CATS AND
DOGS

Now, Bayer has decided to additionally market all Advantage® IGR products in single-tube
packaging. We are proposing three single-tube pack (three color-coded tube types) for cats,
(0.23-mL, 0.4-mL, and 0.8-mL) and four 3tAgie-tube packages (four color-coded tube types) for dogs
(0.4-mL, 1.0-mL, 2.5-mL and 4.0-mL). — -

Table 1. Single-Tube Packaging for Cats and Dogs

Tube Size &
Color Scheme for Cats

Tube Size &
Color Scheme for Dogs

0.23 mL (Turquoise; Pantone 326C)

(.4 mL (Green; Pantone 346C)

(EPA File Symbol 11556-RLN) (EPA Reg, No. 11556-128) v j‘: "
0.4 mL (Orange; Pantone 157C) 1.0 mL (Turquoise; Pantone 311C) e fe
(11556-RLR) (11556-125) H P

0.8 mL (Purple; Pantone 264C)
{11556-RLE)

2.5 mL. (Red; Pantone 267E) ¢ \
(11556-127) © ° e

4.0 mL (Blue; Pantone 543¢3 R
{11556-130)

LIRSS ’ cel ve
£ £

H. M. Chopade, 02/01/10

Page 1 of 3
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j Bayer HealthCare

4. CALCULATION OF TOXIC DOSE

The acute oral LDs, for this new product (M880 Insecticide formulation containing 9.0% imidacloprid
and 0.48% pyriproxyfen) was determined to be 1,098 mg/kg for female rats.' This product meets the
US EPA 40 CFR Part 157.22 requirements for child-resistant packaging according to the following
toxicity criteria: (1) Toxicity criterion — the pesticide has an oral LDs, of 1.5 g/kg or less, and (2) Use
criterion — The product’s labeling either directly recommends residential use or reasonably can be
interpreted to permit residential use.

In Table 2, below, are given the number of tubes of each different size of this product a child weighing
25 pounds (11.4 kg) would have to ingest to reach a toxic dose (amount). "Toxic dose” for this
product as defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is the
acute oral LDsg value. The LDs, value of 1,098 mg/kg (= 1.098 g/kg) for female rats was used in the
supporting calculations. The density of the product, 1.092 g/mL, was also used in the supporting
calculations. A toxic dose of the Advantage® IGR formulation for a child 251b=11.4kg) is
calculated as 11.46 mL of Advantage® IGR product [i.c., (1.098 gfkg LDsex 11.4 kg body weight) +
(1.092 g/mlL density) = 11.46 mL].

Table 2, Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Failure Criteria

Advantage® IGR No. of Tubes* Constitute Test Failure Criteria
Tube Size {mL) as Toxic Dose for a Child (# Tubes Accessed by a Child)

0.23 50 (49.9) gk

0.4 29 (28.7) 9

0.8 15 (14.4) 9

1.0 12 (11.5) 9

2.5 5 (4.6) 5

4.0 3(2.9) 3

*Number in 1he parenthesis is rounded off 1o 1he nex1 higher inleger, All 1ubes are single use only, which means each tube
conlenls are used as a single application.

*#Per EPA guidance, accessing a minimum of 9 lubes are recommended as the test failure crileria for child panel tesling
when > 9 tubes represent a loxic dose for a child.

5. REQUEST FOR A WAIVER OF THE REQUIREMENT FOR CRP PACKAGING OF
SINGLE-TUBE PRODUCTS
Based on the toxic dose calculations presented above, 11.46 mL of the formulation of
Advantage® IGR represents.a “toxic dose” for a 25-1b child. Therefore, after evaluating the
toxicity of the single-tube packaging proposed above, it became clearly evident that a single
tube of any of the 7 different sizes (or 0.23 mL to 4.0 mL formulation) would not apprﬁd(,u an
acutely toxic dose for a child weighing 25 Ib. Therefore, single-mbes for Advantage® TGR:
products for cats and dogs need not be placed in child-resistant packaging {CPP) nor should
there be any need for CRP testing of these presentations. However, based bn theradvicafs 6l
Dr. Rosalind Gross of the EPA to Bayer Representatives (Drs. Doug Spilker and 'Hz r1 st‘ Chopadé;*
telephone communication 1/13/10), this single-tube packaging would need to be dlstmctly dlffelentfm

[

appearance from the CRP 4-pack and 6-pack KISI blisters mentioned above. eotie .

[ LA RN

» L
! MRID No. 4708941 1, *An Acule Oral LDy Study in 1he Rat with M88Q Insecticide,” EPA Guideline No, §70.1100, Bayer
Report No. 75922 (11} No, 23792}, 1. A. Eigenberg, 2007, 34 p.

Page 2 of 3
H. M. Chopode, 02/01/10
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CONCLUSION
Bayer Heaithcare, Animal Health Division, is requesting EPA to make the determination that

single-tube presentations of all the aforementioned Advantage® IGR/Plus products
(containing an identical formulation) are not subject to CRP requirements based on the
justification given above. Furthermore, if the requested determination is made, we
acknowledge and agree to the condition for making the single-tube packaging distinctly
different from the CRP 4-pack and 6-pack KISI blisters that are currently under review at the
Agency, on the advice from Dr. Rosalind Gross of the EPA.

Page 3 of 3
H. M. Chopade, 02/01/10
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“aver HealthCare Applies

Ammmal Heallh

Via Federal Express

February 1, 2010

Office of Pesticide Programs {7504P) — Additional Data (NO REG FEE)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard

2777 South Crystal Drive
Arlington, VA 22202-4501
Bayer HealthCare LLG
. . . . . Animai Health
Attention: Ms. Rosalind Gross (Child-resistant Packaging) P.O. Box 390
Registration Division Shawnee Mission, KS 66201-0390

Subject: Advantage Plus products for dogs
(EPA Reg. Nos. 11556-125, -127, -128, -130)
Submission of Additional Copies of Raw Data from previously
submitted CRP reports

Dear Ms. Gross:

Reference is made to the your iclephone request of Bayer Healthcare,
Animal Health Division (R. Gross to D.A. Spilker/ H. Chopade, January
13, 2010) regarding the need for resubmission of the raw data from the
Child-Resistant packaging studies submitted for the pending actions (dated
1277/2009) for Advantage Plus 10 for Dogs (EPA Reg. No. 11556-128),
Advantage Plus 20 for dogs (11556-125), Advantage Plus 55 for Dogs
(11556-127) and Advantage Plus 100 for Dogs (11556-130).

As requested, please find enclosed two identical copies (CDs) of the
requested data. A contents list of the files included is also enclosed.

If you have any questions, please do not hesitate to call me at (913) 268-
2751.

Ady plus CRP Add! CD EPA e 0201!0.doc
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Bayer Healthcare, Animal Health Division
P.0.Box 390
Shawnee Mission, KS 66201

Contents of CDs:
To identical additional copies of the raw data files from previously submitted CRP
reports - Bayer Report Nos. 33717 -- 33732 (see attached EPA correspondence).

In support of pending actions for Advantage Plus for Dogs (EPA Reg. Nos. 11556-125, -
127, -128 and -130).

EE

Gi25114a.dbf Gi29114c.obf  GI29115a.dbf GI29125¢.dbf GZQII&adbf G20116c.dbf  Gi29117a.dbf

ERIEEREREEN:

6l29117c.dbf  GI2S118Ba.dbf  GI29118c.dbf  GI29110a.dbf Gi29119c.dbf GI291202.dbf  GI29120c.dbf

sssiE %miE

Gi29121a.dbf GI29121c.dbf

Das 02/01/2010
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Transmittal Document

1. Name and Address of Submitier
Bayer HealthCare LLC
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0390

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which this Package is Submitted
Data submitted to support revised label claim for Advantage® Plus 100 for Dogs
(EPA Reg. No. 11556-130)

3. Transmittal Date
December 7, 2009

4, List of Submifted Studies:
MRID No. Volume

47632001 1 - “Child-Resistant Packaging (CRP) Child Panel Test of
4 x 4.0 mL, Advantage® IGR KISI Blisters for Dogs,”
40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33717, 54 p.

47832002 2 - “Child-Resistant Packaging (CRF) Senior Adult Panel
Test of 4 x 4.0 mL Advantage® 1GR KISI Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33718, 250 p.

47932003 3 - “Child-Resistant Packaging (CRFP) Chiid Panel Test of
6 x 4.0 mL, Advantage® IGR KISI Blisters for Dogs,”
40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33719, 56 p.

47832004 4 - “Child-Resistant Packaging (CRP) Senior Adult Pane}
Test of 6 x 4.0 mL Advantage® IGR KISI Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33720, 246 p.

Page1of 1

x:moiiffepadocfiransmittal 2609 Dec AdvantagePlus] 60 dags.doc
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Fw: Advantage Plus products for Dogs (EPA Reg. Nos. 11556-125, -127, -128, -130) -

Additional CRP info
Rosalind Gross to: Autumn Metzger 01/14/2010 04:48 PM

I e - e T T T T T I e e - =,

Could you please place a copy of this email and the attachment in the file jacket for EPA Reg. Nos.
11556-125, -127, -128, -130. Thanks.
Rosalind Gross

Registration Division

One Potomac Yard

Mail Code 7505P

2777 S. Crystal Drive

Arlington, VA 22202

telephone 703-308-7368

fax 703-308-9382

cube7338

email gross.rosalind@epa.gov
-— Forwarded by Rosalind Gross/DC/USEPA/US on 01/14/2010 04:46 PM -

Advantage Plus products for Dogs (EPA Reg. Nos. 11556-125, -127,
-128, -130) - Additional CRP info

Doug Spilker to: Rosalind Gross 01A14/2010 04:10 PM

Cc: Kable Davis, Autumn Metzger, Harish Chopade

Dear Ms. Gross,

Reference is made to our telephone discussion yesterday, January 13, 2010, regarding the Child
Resistant Packaging {CRP) testing as it relates 1o the subject products for dogs. In the aforementioned
discussion, with our Dr. Chopade and me, you requested the submission of some additional clarifying
information regarding the CRP testing with children and senior adults that we submitted on December 11,

2009 to revise the packaging and respective use directions for these products.

Please find attached a chart, as you requested, that cross references the study numbers, MRID numbers
and EPA registration numbers, with additional information including:

a) further detail, in addition to what is in the reports, as to what constituted a failure in both the child and

aduli tests, and
b) further clarification as to the exact number of cards (blister packs) given in each of the trials.
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We understand that the information presented in this form is adequate for your use, and will become a part
of the official file for review. If you need anything further, please do not hesitate to call.

Best regards,
Doug

Dougtas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Emait: doug.spilker.b@bayer.com

Address:

P.O. Box 390

Shawnee Mission, KS 66201-0390
Country; USA

Bayer Animal Health "Protecting.Curing.Caring...Together”

The information contained in this e-mail Is for the exclusive use of the intended recipient(s) and may be confideniial, proprietary,

and/for tegatly privilaged. inadverient disctosure of ihis message does nol constitule a waiver of any privitege. If you receive this
message in error, please do not directly or indirectly use, print, copy, forward, or disclose any part of Ihis message. Please also
delate this e-mail and alt coples and nolify the sender. Thank you.

For altemate languages please go lo hitpAbaverdisclaimer baverweb.com

Advantage IGR Dog - CRP Info 1-14-10.pdf
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PRIA 2 - 21 Day Content Screen Review Worksheet

(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: {2 ~1{~-09
Experts In-Processing Signature: 791 F Hrrarre 7oy Date j2-15-C 7  FeePaid: Yes 3/
Division management contacted on issues No Yes Date

EPA Reg. Number: (1 ¢S (- [2 & EPA ReceiptDate: s —/[- 0§

Items for Review Yes | No | N/A*

Application Form {(EPA Form 8570-1)(link to form) signed & complete
including package type ><

Confidential Statement of Formula all boxes completed, form signed, and X

dated (EPA Form 8570-4) (Link to form)

a) All inerts (link to http.//www.epa.gov/opprd001/inerts/), | _yes no
including fragrances, approved for the proposed uses (see
Footnote A)

Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to
form) completed and signed (N/A if 100% repack)

Certificate and data matrix consistent

< P

If applicant is relying on data that are compensable, is the offer yes | no
to pay statement included. (see Footnote B)

If applicable, is there a letter of Authorization for exclusive use onty.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to fonn)
4 | completed and signed (N/A if source is unregistered or applicant owns the >(
technical)

Data Matrix (EPA Form §570-35) (Link to forin) both internal and external ~
copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A 1f 100% /<
repack)

yes | no
a) Selective Method (Fee category experts use) “

Y

b) Cite-All (Fee category experts use)

¢) Applicant owns all data (Fee category experts use)

5 Copies of Label (link to http://www.epa.gov/oppfead 1/labeling/lrm/)
6 | (Electronic labels on CD are encouraged and guidance is available)( link to X
http://www.epa.gov/pesticides/reguiating/registering/submissions/index.htmstlabels

)
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Is the data package consistent with PR Notice 86-5 (link to PRN 86-5)

Notice of Filing (link to

http://www.epa.pov/pesticides/regulating/tolerance petitions.him) included
with petitions (Jink to
hittp://www.epa.gov/pesticides/regulating/tolerances.htm)

If applicable for conventional applications, reduced risk rationale (link fo
http:/fwww.epa.gov/opprd081/workplan/reducedrisk.html)

10

Required Data (link to

http://www.epa.gov/pesticides/regulating/data_reguirements.htm) and/or

data waivers. See Footnote C.

a) List study (or studies) not included with application
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Comments:

DATA PASSED 865 peviEw).
CERTIFICATION  FORM wAs Migsi G, REGISTRART RS
2
ONTRCTD ) mD SoPPLED THE foem ont 121809 e ’,2/23%;(;

mrid 479323

* N/A — Not Applicable

Footnotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances, are approved for the proposed uses. If an
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for
example, removing the inert, substituting it with an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3)
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and may require submission of data. All information. forms, data and
documentation resolving the inert issue must have been received by the Agency or the
application withdrawn within the 21 dav period, otherwise. the Agency will reject the
application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a produet is currently registered by consulting the inert Web

3
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site [link to http://www.epa.gov/opprd001/inerts/lists html] and 1f the inert is not
approved, to obtain the necessary inert approval prior to submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site.
Simple typographical errors in the name or CAS number have resulted in processing
delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch (IIAB) at inertsbranch@epa.gov and resolve the issue. Copies of the
correspondence with IIAB resolving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted
for any questions on what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch {Link to

http://www.epa.gov/oppbppd]/biopesticides/contacts bppd.htm].

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information [link to hitp://www.epa.cov/opprd00]1/inerts/tips.pdf] must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance) must be identified. In some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients in a proprietary blend (including fragrances)
cannot or are not identified or provided within the 21-day content review period, the
Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CSFs

All applications except conventional new products and PIPs

Once an unapproved inert is identified on a CSF, the Agency will contact the
applicant with the following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommodate
the inert review/approval process;

4
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3. Withdraw the application (the Agency retains 25% ot the full fee for the fee

category estimated); or
If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified.

Conventional New Product Applications

When the Registration Division idenfifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. (This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee

category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

PIP Applications

When the Biopesticide and Pollution Prevention Division identifies an
unapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following
options:

I. Correct the application by, for instance, correcting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been
approved; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If an inert ingredient tolerance exemption petition 1$
required, the petition must be received by the Agency and the B803 fee paid
within the 21 day period. H this option is selected and implemented, the
Agency will discuss harmonizing the timeframe for both actions,

5
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of
the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical) new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed info either R301 or
AS531. The Agency recommends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers

prior to submitting their application to the Agency. Documentation of such discussions
should be submitted with the study waiver.
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.\,z\\‘EU STA?‘Q-.' . UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

o B WASHINGTON, D.C. 20460

3 Yy o

Q\M X

5, PrOTEY
December 17, 2009
OFFICE OF
FREVENTION, PESTICIDES ANO
TOXIC SUBSTANCES

BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION
PO Box 390

SHAWNEE MISSION, KS 66201-0390

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 11-DEC-09. Our staff has completed a preliminary
analysis of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with
Master Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in
all future references to these documents. Thank you for your cooperation. 1f you have any
questions concerning this data submission, please raise them with the cognizant Product
Manager, to whom the data have been released.
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SR Tz UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

December 15, 2009
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-424618

EPA File Symbol or Registration Number: 11556-128
Product Name: Advantage Plus 10 for Dogs

EPA Receipt Date: 11-Dec-2009

EPA Company Number: 11556

Company Name: BAYER HEALTHCARE LLC

DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

SUBJECT: Receipt of Registration Amendment Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your amendment and certification of
payment. If you submitted data with this application, the results of the PRN-86-5 screen will be
communicated separately. During the administrative screen, the Office of Pesticide Programs

has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act.

The Action has been identified as Action Code: R340

NON-FAST-TRACK (INCLUDES CHANGES TO PRECAUTIONARY LABEL
STATEMENTS;SOURCE CHANGES TO AN UNREGISTERED SOURCE);

No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703) 305-6249.

Sincerely, 857,,)%
//—'Wm

Front End Processing Staff
Information Technology & Resources Management Division
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IFee for Service] (863995 ~

This package includes the following for Division
© New Registration ©AD
O
® Amendment BPPD
©RD
Stugies? UFee Waiver?
, Risk Mgr. 1
Uvolpay % Reduction:
Receipt No. s-[ 863995
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 12/11/2009

1 This item is NOT subject to FFS action.

" Action Coder
Requested: |["R3XHO

Granted: | Q24O
Amount Due: $ 3{,4%%.:&

inert C%r Intended Use
Reviewer:

Parent/Child Decisions:

Uncleared Inert in Product

Date: V&~ 1S-o<

Remarks:
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Pay.gov - Online Payment - [ Page 1 of |

Online Payment MM,ZTL Ples /0 %4, DW;,_L

Online Payment
Step 3: Confirm Payment 1213

Thank you.
Your transaction has been successfully completed.

Pay.qov Tracking Information
Application Name: PRIA Service Fees
Pay.gov Tracking ID: 250250NG
Agency Tracking ID: 74091225841
Transaction Date and Time: 12/02/2008 15:07 EST

Payment Summary
Address Information Account information Payment information
Account : Card Type: Master Card Payment Amount: $3,444.00
Douglas A. Spilker
Holder Name: ~ 9 P Card Number: ************0576 Transaction Date 12/02/2009
Bifling 12707 Shawnee Decision and Time: 15:07 EST
Address: Mission Parkway Number:
Bifling Bayer Animal Registrati
Address 2; Health O oo 128
City: Shawnee Company Bayer HealthCare
State / KS Name: LLC, AH
Province:
Zip | Postal uros, 11658
P ' 66216-1846 :
Code: Action Code: R340
Country:; USA

e

https://www,pav.gov/paveov/pavments/authorizePlasticCardPaviment.html 12272009
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Hesse road inr jons on reverse before complenng form. Form Approved, OMB No, 2070-0080
~ United Stotes Registration QPP Identifier Nurmber

\!"EPA Environmental Protection Agency X | Amendment

Washington, DC 20460 Other
Application for Pesticide - Section |

1. Company/Product Number 2, EPA Product Maneger 3. Proposed Classification

11556-128 Venus Eagle

4. Company/Product {Neme} PM# None D Restricled
Advantage Plus 10 for Dogs "

E. Name and Addiess of Applicant finclude ZIP Code) €. Expedited Review. in accordance with FIFRA Section 3]c)[3)
Bayer HealthCare LLC, Animal Health Division [b)i), my product is simifar or identical in composition and jabeling
P.C. Box 390 to:

Shawnee Mission, KS 66201-0390 EPA Reg. No.
D Chack if thiz is a new address Product Name
Section - il
Amendment - Explein below, D Final printed isbels in response to
Agency jotter datad

D Resubrniagion In response te Agency letterdeted . . D “"Me Toc™ Applicstien.

D Notification - Explain below. Gthar - Explain below.

Explanation: Use sadditional pegeis} If necessery. |For saction | and Saction I1.)

Application for amendment of current product registration; Proposed Fee Category: R340 - Amendment requiring data review within RD
only; CRP packaging studies. Fee category recommended by V. Eagle (PM01). See attachment (4pp.) for more information.
(Pay.gov Tracking ID 250250NG; Agency Tracking ID 74091225841] Contact: doug.spilker.b@bayer.com

Section - i}

1. Materiel Thie Product W1l Ba Peckaged In:

Child-Resistant Peckaging | Unit Peckaging Water Scluble Packaping 2. Type of Container

Yoz~ . You . Yes < Mnta.l

| No No % | No ;‘:‘:;”
;sc:uﬁ‘i;fggn must llflrﬁr;::ckaging wpt. E:r;t';?r:nr gac‘l:::a wpt :l:r'\tglcr:er % S:g:: 1Specify)
3. Locstion of Net Contents information 4. Slzeis} Reteil Contalner ; 5, Locetion of Labe! Directions

Label D Conteinar 4/6-0.4 mL tube I g: t::::inu accempenying produat
€. Manner in Which Labe} is Affixed to Product lﬁ:;'l?:.:gralﬁzd Other See attachment
Stenciled

Section - IV

1. Contect Point JComplste items diractly below for idonlification of individusl To be contacted, if necessory, ro procass this applcetios.|

Nema Titls . Telsphone No- linclude Arss Codel
Pouglas A. Spilker, Ph.D. Manager, EPA Reg. Affairs 913-268-2751° cc"
it e &
Certification : . E 8. Date Application
{ cartify that the gtaternants 1 have mede on this form and all attachmesnts tharsto are true, accurate and completeb . R?E%’:’%"v
1 acknowledge that eny knewinply false or misleading stetement mey be punishebis by fine or impriscnmentor « = * {Stamped)
v
both under epplicable law. t e ¢ [
L et
2. Signature 3. Titla veees ) .
(4
/4% Manager, EPA Reg. Affairs cecec cree
£ &
et b
4. Typed Nams 5. Data Cote
Douglas A. Spilker, Ph.D. 7 ch_ 20 cens

EPA Form 8570-1 |Rev. B-94} Provious editions are cbsolste. Whhe - EPA Flle Copy {orlginal) Yellow - Applicant Copy
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Bayer HealthCare, Animal Health Division EPA Form 8570-1, Page 1 of 4
Advantage Pius 10 for Dogs
EPA Reg. No. 11556-128
December 7, 2009

Attachment to:
QPP APPLICATION FOR PESTICIDE —~ AMENDMENT

Section II - Explanation:

Bayer HealthCare, Animal Health Division, is proposing to revise the claims on the
labels of Advantage Plus 10 for Dogs (EPA Reg. No. 11556-128) to revise the opening
instructions and make minor label updates and modifications both desired by Bayer and
recommended or permitted by the Agency. As the Agency’s files will show, because the
acute oral toxicity value for the product formulation was below the 1500 mg/kg "trigger,”
and because this is a residential use, the products must be marketed in Child-Resistant
Packaging (CRP). We currently have acceptable CRP packaging data on file with the
Agency (and the respective CRP Certification letters), but it 1s our desire to replace the
current packaging with a different CRP packaging material. We chose to revise the
opening instructions at the same time. These new opening instructions were used in the
enclosed CRP testing studies (Bayer Reports 33729, 33730, 33731, and 33732). The
respective studies being submitted for review, and all other reports being cited to support
this registration are itemized in the enclosed Data Matrix, dated December 7, 2009.

Enclosed for the Agency’s acceptance are five (5) copies of the revised draft labels, dated
December 7, 2009, for Advantage Plus 10 for Dogs, EPA Reg. No. 11556-128. Enclosed
is an identical copy of the aforementioned draft label, with the respective revisions
highlighted for the Agency’s convenience. The enclosed draft labeling has been revised
from previous draft labeling versions to remove redundancy, but has the identical text as
accepted by the Agency on September 18, 2007 (date of draft 9/17/2007; see Appendix
1), with the following changes:

A. General Format:
1) The label has been reformatted and consolidated to reduce redundancy.
2) The marketing claims have been moved from the front (pages I and 2)
to pages 6 and 7 of draft labeling.

B. Page I:
1) Addition of the word "weighing” in front of weight limitation in

product description.

2) Addition of EPA Registration No. and Establishment No.

3) Deletion of the CAS numbers from the listing of active 1ngredler‘ i ©
the ingredient statement. As described on Page 5-3 of the lwabel,
Review Manual, EPA will permit the use of commonsaries for each’
ingredient; the current label reflects this guidance.l However,, the
inclusion of the CAS number on the label is *oplytan EPA
recommendation, and due to space considerations on the “inal pristeds .
labeling, we prefer the CAS numbers not be included on lds label.”

i i

4) Addition of phrase "See back panel for First Aid.” Peae N

Lou

Advantage Plus 10 App At 120709.doe
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{ {
Bayer HealthCare, Animal Health Division EPA Form 8570-1, Page 2 of 4
Advantage Plus 10 for Dogs
EPA Reg. No. 11556-128
December 7, 2009

C. Page2:
1} Addition of the first sentence under “First Aid” stating: “Have the

product container or label with you when calling a poison control
center or doctor, or going for treatment.”
D. Page 3:

1) Replacement of the entire “HOW TO OPEN” section with new
opening directions. As the Agency will recall, because the acute oral
toxicity value for the formulation was below the 1500 mg/kg “trigger,”
and because this is a residential use, the products must be marketed in
Child-Resistant Packaging (CRP). These new opening instructions
were used in the enclosed new CRP testing studies (Bayer Reports
33729, 33730, 33731, and 33732).

For the previous products, the CRP packaging was made of PVC and
the respective child and adult testing data were found acceptable to the
Agency. The proposed products will be produced in KISI blisters. The
packaging material scheme for the proposed registrations is similar,
and the CRP testing data for the various sizes are enclosed. The
testing design to satisfy the requirements for all product presentations
was developed with the agreement of the Agency’s expert,

Dr. Rosalind Gross (see Appendix 2}). A CRP certification letter is also
enclosed.

With regard to the overall CRP testing of the various packaging
configurations, Bayer is aware of PR Notice 97-9 regarding the
electronic submission of CRP test data, and therefore these data have
been prepared appropriately and are included on a CD.

2) Removal of the graphics from the draft labeling that depicts how to
open the applicator tube and graphics depicting application to the
animal. A placeholder statement appears in both spots instead, to
indicate that these graphics will appear on the final printed Iabeling.
According to the Label Review Manual (16-1) “Graphics or symbols
in addition to written text are permitted on pesticide product labels if
they are accompanied by explanatory text...” We currently have EPA-
accepted explanatory text that appropriately describes these processes.
We intend to include the respective graphics on the final printed
labeling, but request this change to allow flexibility in our ability to
update the graphics in subsequent printings. We will follow all Agency
guidelines on this subject, as outlined in the Label Review Manual,
and will submit Final Printed Labeling with these graphics as new
product is produced.

Advantage Plus 10 App Au 120709.doc
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Bayer HealthCare, Animal Health Division EPA Form 8570-1, Page 3 of 4
Advantage Plus 10 for Dogs

EPA Reg. No. 11556-128

December 7, 2009

3) Revision of third sentence of bullet 6:

From: “Place the tip of tube on the skin and squeeze the tube fwice to
expel the entire contents of the tube directly on the skin.”

To: “Place the tip of tube on the skin and squeeze the tube to expel the
entire contents of the tube directly on the skin.”

It is our contention that the user should determine the number of times
necessary to expel the entire contents of the tube.

E. Page 4.

1) Addition of sub-heading entitled “GENERAL INFORMATION.”

2) As instructed by the Agency for our other spot-on products, the
retreatment instructions were moved from the GENERAL
INFORMATION section (see previous label draft, page 9 of 10) ro the
more appropriate “HOW TO APPLY” section, and appear as bullet
No. 8. This bulleted section also has the new introductory statement
“Under normal conditions the product is effective for a month.”

3) Addition of the phrase “flea bite hypersensitivity” which is
synonymous with “flea allergy dermatitis,” a claim already accepted
by the Agency.

4) As instructed by the Agency for our other spot-on products, revision of
label text (paragraph 2 under “GENERAL INFORMATION") to
remove the “98-100%" figure and change word “pet” to read “dogs.”

5) Addition of a statement under “GENERAL INFORMATION”
referring to lice control. This is not a new claim, we are just
incorporating additional explanatory language about the pest in the
text portion of the label. This claim previously only appeared in the
marketing claims area of the label.

6) In sixth (6™) paragraph under GENERAL INFORMATION, change
word “efficacious” to the synonym “effective.”

7) Revision of “STORAGE AND DISPOSAL” section according to PR
Notice 2007-4.

F. Page5:

1) Revision of the address block to include a more complete registrant
address; revision based on gumidance from EPA Website — “Pesticide
Label Question & Answers, No. 14; Name & Address Issues.”

Advantage Plus 18 App Att 120709.doc
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Bayer HealthCare, Animal Health Division EPA Form 8570-1, Page 4 of 4
Advantage Plus 10 for Dogs
EPA Reqg. No. 11556-128
December 7, 2009

G. Page 6 - OPTIONAL MARKETING CILAIMS:

1) Removal of the bulleted statement that reads “Available only through
licensed practicing veterinarians” to make the packaging more
accurate as to how our products are distributed.

2) As instructed by the Agency for our other spot-on products, removal of
the “Canine Vector Borne Disease” claim and “% control” figure.

3) Minor word revision of currently accepted claims and inclusion of
additional ways of describing the effectiveness and pesticidal
properties of the product. See highlighted areas of the draft label.

Advantage Plus 10 App Att 120709.doc
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Bayer HealthCare
Animal Health

Via Federal Express

December 7, 2009

Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle
Registration Division

Subject:  Applications for Amendment of the Registrations of:

Advantage®Pz’us 10 for Dogs (EPA Reg No. 11556-128)
Advantage®Plus 20 for Dogs (EPA Reg. No. 11556-125)
Advantage®Plus 55 for Dogs (EPA Reg. No. 11556-127)
Advantage®Plus 100 for Dogs (EPA Reg. No. 11556-130)

Dear Ms. Eagle:

Enclosed with this cover letter are applications for amendment of the
registration of four (4) companion animal spot-on products, named
Advantage® Plus 10 for Dogs (EPA Reg No. 11556-128), Advantage® Plus
20 for Dogs (11556-125), Advantage® Plus 55 for Dogs (11556-127) and
Advantage® Plus 100 for Dogs (11556-130), as well as all the appropriate
supporting documents and data. The purpose of this cover letter is to
provide an explanatory overview of the submission which may aid in the
processing of the enclosed information and respective registration
applications.

Purpase of Registration Action: Bayer HealthCare, Animal Hezlth
Dirvision, 1s proposing to revise the claims on the labels of the feur

x:moiij/tetters/EPA AdvantagePlus Ddgs 200 Dec.doc

479323-00

Bayer HealthCare 11.C

Animal Health

RO. Box 380

Shawnee Mission, KS 66201-0380
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{ {
Ms. Venus Eagle Page 2
Document Processing Desk (REGFEE) December 7, 2009
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency

Advantage Plus for Dogs products to change the opening instructions and
make minor label updates and modifications both desired by Bayer and
recommended or permitted by the Agency. To change the opening
instructions, additional Child Resistant Packaging studies were conducted
and are enclosed for Agency review.

Child Resistant Packaging Testing: As the Agency’s files will show,
because the acute oral toxicity value for the product formulation is below
the 1500 mg/kg “trigger,” and because this is a residential use, the
products must be marketed in Child-Resistant Packaging (CRP). We
currently have acceptable CRP packaging data on file with the Agency
{and the respective CRP Certification letters), but it is our desire to replace
the current packaging with a different CRP packaging material. We chose
to revise the opening instructions at the same time. These new opening
instructions were used in the enclosed CRP testing studies. The testing
design to satisfy the requirements for all product presentations was
developed with the agreement of the Agency’s expert, Dr. Rosalind Gross.

With regard to the overall CRP testing of the various packaging
configurations, Bayer is aware of PR Notice 97-9 regarding the electronic
submission of CRP test data, and therefore these data have been prepared
appropriately and are included on CDs. CRP certification letters are also
enclosed.

Packaging: The revised packaging for the products will be identical to the
packaging used with the currently registered Advantage® products for do gs
(EPA Reg. Nos. 11556-117,-119, 120, and —122) except that the tubes
will be in a Child-Resistant blister. The packaging for the products will
consist of a cardboard box with all appropriate label text except for the full
directions for use. Inside the box will be a leaflet containing all the label
text. Also inside the box will be a CRP blister package containing either 4
or 6 tubes of the appropriate size. CRP testing was done on both the 4-
and 6-pack configurations of each product.

Label Modifications: The enclosed draft labeling, date of draft 12/07/09,
has been revised from previous draft labeling versions (date of draft
9/17/2007) to remove redundancy, to change the opening instructions, and
make minor label updates and modifications both desired by Bayer and
recommended or permitted by the Agency. See Amendment attachments
for detailed information. Enclosed is an identical copy of the
aforementioned draft label, with the respective revisions highlighted for

ximoiij/lciters'EPA AdvantagePlus Dogs 2009 Dec.doc
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Ms. Venus Eagle Page 3
Document Processing Desk (REGFEE) December 7, 2009
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency

the Agency’s convenience. Although we are proposing minor
modifications to the labels, these changes are minor and do not warrant
nor require any additional data. Therefore, no additional data are enclosed
beyond those required for CRP certification.

I hope this overview cover letter is helpful in processing the attached
applications. If you have any questions, please do not hesitate to call me
at (913) 268-2751.

Sincerely,

@) ™

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug, Spilker.b@Bayer.com

DAS/It

Enclosures

ximoiijfletters/EPA AdvantagePius Dogs 2009 Dec.doc
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Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Enclosures:

Advantage Plus 10 for Dogs

o 1 copy proof of PRIA payment
e I copy Advantage Plus 10 for Dogs Application for Pesticide Registration with
Application Attachment and two Appendices:
Appendix 1 - Advantage Plus 10 for Dogs Registration Notice
Appendix 2 — CRP Correspondence
5 copies draft labels, date of draft 12/07/09
1 copy draft label, date of draft 12/07/09 (highlighted)
1 copy CRP Certification letter
I copy data matrix (confidential)
1 copy public data matrix
3 copies data transmittal document
3 copies Bayer Report No. 33729 (Child Resistant Packaging Study; 4-pack/child)
3 copies Bayer Report No. 33730 (Child Resistant Packaging Study; 4-pack/adult)
3 copies Bayer Report No. 33731 (Child Resistant Packaging Study; 6-pack/child)
3 copies Bayer Report No. 33732 (Child Resistant Packaging Study; 6-pack/adult)
1 copy CD transmittal document
1 CD (electronic data file) for Bayer Report No. 33729
1 CD (electronic data file) for Bayer Report No. 33730
1 CD (electronic data file) for Bayer Report No. 33731
1 CD (electronic data file) for Bayer Report No. 33732

Advantage Plus 20 for Dogs

e | copy proof of PRIA payment
o 1 copy Advantage Plus 20 for Dogs Application for Pesticide Registration with
Application Attachment and two Appendices:
Appendix 1 — Advantage Plus 20 for Dogs Registration Notice
Appendix 2 — CRP Correspondence
o 5 copies draft labels, date of draft 12/07/09
o | copy draft label, date of draft 12/07/09 (highlighted)

x:motij/letters/EPA AdvantagePlus Dogs 2009 Dec.doc
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1 copy CRP Certification letter

1 copy data matrix (confidential)

1 copy public data matrix

3 copies data transmittal document

3 copies Bayer Report No. 33725 (Child Resistant Packaging Study; 4-pack/child)
3 copies Bayer Report No. 33726 (Child Resistant Packaging Study; 4-pack/adult)
3 copies Bayer Report No. 33727 (Child Resistant Packaging Study; 6-pack/child)
3 copies Bayer Report No. 33728 (Child Resistant Packaging Study; 6-pack/adult)
1 copy CD transmittal document

1 CD (electronic data file) for Bayer Report No., 33725

1 CD (electronic data file) for Bayer Report No. 33726

I CD (electronic data file) for Bayer Report No. 33727

1 CD (electronic data file) for Bayer Report No. 33728

& & & @& & @& o o o o O @&

Advantage Plus 55 for Dogs

¢ 1 copy proof of PRIA payment
o 1 copy Advantage Plus 55 for Dogs Application for Pesticide Registration with
Application Attachment and two Appendices:
Appendix 1 — Advantage Plus 55 for Dogs Registration Notice
Appendix 2 ~ CRP Cormrespondence
5 copies draft labels, date of draft 12/07/09
1 copy draft label, date of draft 12/07/09 (highlighted)
1 copy CRP Certification letter
1 copy data matrix (confidential)
1 copy public data matrix
3 copies data transmittal document
3 copies Bayer Report No. 33721 (Child Resistant Packaging Study; 4-pack/child)
3 copies Bayer Report No. 33722 (Child Resistant Packaging Study; 4-pack/adult)
3 copies Bayer Report No. 33723(Child Resistant Packaging Study; 6-pack/child)
3 copies Bayer Report No. 33724(Child Resistant Packaging Study; 6-pack/acult)
1 copy CD transmittal document
I CD (electronic data file) for Bayer Report No. 33721
1 CD (electronic data file) for Bayer Report No. 33722
1 CD (electronic data file) for Bayer Report No. 33723
1 CD (electronic data file) for Bayer Report No. 33724

¢ © ® ¢ @ © & 5 & & & 0o o O @
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Transmittal Document

1. Name and Address of Submitte
Bayer HealthCare LLC
Animal Health Division
Box 390
wneg, Mission, Kansas 66201-0390

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which this Package is Submitted
Data submitted to support revised label claim for Advantage® Plus 10 for Dogs
(EPA Reg. No. 11556-128)

3. Transmittal Date
December 7, 2009

4. List of Submitted Studies:
MRID No. Volume

47932301 1 - “Child-Resistant Packaging (CRP) Child Panel Test of
4 x 0.40 mL Advantage® IGR KISI Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33729, 58 p.

2 - “Child-Resistant Packaging (CRP) Senior Adult Panel
Test of 4 x 0.40 mL Advantage® IGR KISI Blisters
for Dogs,” 40 CFR Part 157.20 and 16 CFR Part
1700.20, L. M. Dixon, Report No. 33730, 251 p.

47932303 3 - “Child-Resistant Packaging (CRP) Child Panel Test of
6 x 0.40 mL Advantage® IGR KISI Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33731, 56 p.

47932302

4 - “Child-Resistant Packaging (CRP) Senior Adult Panel
Test of 6 x 0.40 ml. Advantage® IGR XISI Blisters
for Dogs,” 40 CFR Part 157.20 and 16 CFR Part
1700.20, L. M. Dixon, Report No. 33732, 250 p.

47932304

Page 1of 1
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Bayer HealthCare
Animal Health

Via Federal Express

December 7, 2009

Document Processing Desk (NO REGFEE ~ Additional Information)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Bayer HealihCare LLC
Animal Healih
FO. Box 390

Attention:  Ms. Venus Eagle (PMO01) Shawnes Mission, KS 66201-0390
Registration Division

Subject: Advantage® Plus 10 for Dogs
(EPA Reg. No. 11556-128)
Child-Resistant Packaging Certification

Dear Ms. Eagle:

I certify that the packaging that will be uscd for this product meets the
standard of 40 CI'R 157.32.

. o €
Sincere N voeece
4 [ SN B
te Eve € <
- <
i I3 v oc 2
< €
; <
L 2~

Douglas A. Spilker. Pli. D. e AR
Manager, EPA Regulatory Affairs St e el
Doug.Spilker.bi@Bayer.com ey ¢
DASAL e

xmwiijfielters Eigle AdvantagePius 1 2009Dee.doc



Form Approved OMB Nos. 2070-0060; 2070-0057; 2070-0t07; 2070-0122; 2070-0164

@3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\wx 1200 Pennsy{vania Avenue, N.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The publie reponing burden for this colteetion of information is sstimated to average .25 hours per response for registration
and 0.25 hours per response for reregistration and speciat review activities, inctuding time for reading the instruetions and compteting the necessary forms, Send
comments regarding burden estimate or any other aspect of this cotlection of information, inctuding suggestions far reducing the burden tor Dirscter, Collection
Stmtegies Divisioo {2822T}, U.S. Envirenmentat Protection Agency, 1200 Peansylvania Avenue, N.W,, Washington, DC 20460. De not send the completed form
To this address.

Certification with Respect to Citation of Data

Applicant’s/Registrant's Name, Address, and Telephone Number EPA Registration Number/File Symbal
Bayer HealthCare LLC, Animal Health Division, FO Box 390, Shawnee Mission, KS 66201 11556-128

Active inaredient(s) and/or representative test compound(s) Date

imidacloprid, pyriproxyfen Decamber 18, 2008

Generat Use Pattem(s) (list all those claimed for this preduct using 40 CFR Part 158} Product Name

indoor, restdential Advantage Plus 10 for Dogs

NOTE: If your product is a 100% repackaging of another purchased EPA-registered product labeled for atl the same uses on your label, you do not need to
submit this form.  You must submit the Formulater's Exemplion Statement (EPA Form 8570-27).

I am responding 1o a Oata-CalkIn Notice, and have inciuded with this form a list of companies sent offers of compensation {the Data Matrix form shouid
D be used for this purpose).

SECTION : METHOD OF DATA SUPPORT (Check one method only)

| am using the cite-all method of suppert, and hava included with thts form | am using the selective methed of suppert {or cite-all option
D a list of companies sent offers of compensation (the Data Matrix form under the selective methed), and have included with this form a
should be used for this purposa). completed list of data requirements {the Data Matrix form must be
used).

SECTION Il: GENERAL OFFER TO PAY

{Required if using the cite-all methed or when using the cite-all opticn under the selective method to satisfy one or more data requirements}

| hereby offer and agree to pay compensation, to olher persons, with regard to the approval of this apptication, to the extent required by FIFRA.

SECTIDN ill: CERTIFICATION

| cerify that this application for registration, this form for reregistration, or this Data-Call-In response is suppoited by all data submitted or cited in the
application for registration, the fermn for reregistration, or the Data-Calt-In response. in addition, if the cite-all option or cite-ali option under the setective method is
indicated in Section |, this application is supported by all data in ihe Agency's filas that {1{ concem the properties or effects of this product or an identlcal or
substantially similar praduct, or one or more of the ingredients in this product; and (2) is a type of data that would be required to be submitted under the data
requirements in effect on the date of approvat of this apptication if the application sought the initial reglstration of a product of identicat or simitar compasition and

uses .

| certify that for each exclusive use study cited in support of this registration or reregisiration, that | am the original data submitter or that | have obtained
the written permission of the original data submitter to cite that sfudy.

| certify that for each study cited In suppott of this registration or reregistration that is not an exclusive use study, ither: {a) | am the original data
submitter; {b) | have obtained the permission of the originat data submitter {o use the study in support of this application; {c) ali pericds of eligibility for
compensation have expired for the study; {d} the study is in the public Bterafure; or () | have natified In writing the company that submitted the study and have
offerad (I} tv pay compensation to the extent required by sections 3{c)(1)(F) andfor 3{c){2){B) of FIFRA; and {{i) to commence negotiations to delermine the
amount and terms of compensation, if any, to be paid for the use of the study.

| cerlify that in all instances where an offer of compensaticn is required, copies of all offers to pay compensation and evidence of their delivery in
accordance with sections 3{c){1){F) andfor 3{c){2}B) of FIFRA are availtable and will be submiltad to the Agency upon request. Should | fafl to produce such
evidence to the Agency upon request, t understand that the Agency may initiate action to deny, cancel or suspend the registration of my product in canformity with
FIFRA.

| certify that the statements 1 have made on this form and ali attachments to It are true, accurate, and compiete. | acknowiedge that any
knowingly faise or misteading staternent mmay be punlshabte by fine or Imprisonment or both under applicabie iaw.

Signature Date Typed or Printed Mame and Title
/Ww X, ' 12/18/2008 Mary M. Hunt, Regulatory Pasticldes Mgr

EPA Form 8570-34 (12-2003) Electronic and Paper versions available, Submit only Paper version.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Slreet, S.W,
WASHINGTON, D.C, 20460 Form
Approved OMB No. 2070-0060

Paperwork Rednction Act Notice: The public reporting burden for fhis eollcetion of information is eslimated to average 0.25 hours per response for registration activitics and .0235 hours per response
for information, inclnding suggestions for reducing the burden to: Dircetor, OPPE Information Management Division (2137}, U.S. Environmental Protcction Agency, 401 M Street, 8.W., Washington, DC
20469, Do not scnd the form to the address,

DATA MATRIX

Dater December 7, 2009 EPA Reg No./Filc Symbol:  11556-128, 11556-127 Page 1of 12
11536-123, 11556-130
Baygr HealthCare LLC Product: Advantage® Plus 10 for Dogs Ingredicnt: Imidacloprid, CAS = 138261-41-3
Animal Heallh Division Advantage® Plus 20 for Dogs
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS =95737-68.1
S]lawnce MiSSiOI‘I, KS 6620]-0390 Advantag0® Plus 100 fDT Dogs
. Note
g:;;l:el:; Guideline Study Name il‘:llulglt?cr Submitter | Status Report Number Description
Number
Product Chemistey, Section 158.240
42055302 264 PER BR. 1759 (TGAl}
43306001 264 PER BR 1879 (TGAl}
61-1 Chemical identity 42256302 264 PER. BR. 1766 {Formulation)
42055302 264 PER BR 1759 (TGAl}
43306001 264 PER BR 1379 {TGAl}
42270801 264 PER BR 1735 {TGAID
Hl-2 Statemem of Composition 42256302 264 PER BR 1766 (Formulation)
42055302 2064 PER BR 1759 (TGAL)
61-3 Formation of impuritics 42256302 264 PER BR 1766 (Formulation)
42055303 264 PER BR 1760 (TGAI)
43306002 264 PER BR 1880 (TGAD)
42270802 264 PER BR 1786 (TGAI
62-1 Preliminary analysis 42256302 264 PER BR 1766 (Formulalion}
42055303 264 PER BR 1760 (TGAD)
43306002 264 PER BR 1880 (TGAI) e 2 F
62-2 Certification of limits 42256302 264 PER BR 1766 (Formulation) T T e een
42055303 264 PER BR 1760 (TGAI) T [enn nonn
43213001 264 PER. BR 1374 (TGAl)
43306002 264 PER | BR 1880 (TGAI} . ol aan san mne
42256302 264 PER BR 1766 (Formulation} . 7 % o = R
62-3 Amnalytical method 45096901 11556 OWN | RepotNo. 75130 % 2 % 2 " ap oa * v aT

x:moiij/EP Adatamatrix/AdvantugePins Dogs 2009 Dec.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S. W,

WASHINGTON, D.C, 20460 Form

Approved OMB No. 2070-0060

20460, Do not send the form 1o the address,

Paperwork Reduction Aet Notice: The publie reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activilies and .025 hours per response
for informalion, ineluding suggeslions for redueing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Ageney, 401 M Street, $.W., Washington, DC

DATA MATRIX

Shawnee Mission, K8 66201-0390

Advantage® Plus 55 for Dogs
Advantage® Plus 100 for Dogs

Date: Dccember 7, 2009 EPA Reg NoJ/File Symbol: 11556-128, 11556-127 Page20f 12
11556-125, 11556-130
Bayer HealthCare LLC Product: Advantage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261413
Amnimal Health Division Advantage® Plus 20 for Dogs
P.O. Box 330

Pyriproxyfen, CAS = 95737-68-1

Gnuideline Guideline Study Name MRID Submitter Slatus z:::)rl Number Description
Refercnce Number
Number
42055304 264 PER BR 1761 {TGAI)
63-1 Chienical and Physical Properties 42256302 264 PER BR 1766 (Formulation)
42055304 264 PER BR 1761 {fGAI)
63-2 Appearance 42256302 264 PER BR 1766 (Formulation)
42055304 264 PER BR 1761 (TGAI)
63-3 Physical state 42256302 264 PER. BR 1766 (Formulation)
42055304 264 PER BR 1761 (TGAL)
63-4 Cdor 42256302 264 PER BR 1766 (Formulation)
63-3 Melting point 42055304 264 PER BR 1761 (TGAI
63-6 Boiling point 42055304 264 PER BR 1761(TGAI)
42055304 264 PER BR 1761 (TGAI)
63-7 Density 43356302 264 PER BR 1761 (Farmulation)
63-8 Solubility 42055304 264 PER BR 1761 (TGAI)
63-9 ¥apor pressure 42055304 264 PER BR 1761 (TGAI)
63-10 Dissociation constant N.A .« Does not dissociate
63-11 Oclanol / water partition 42055304 264 PER BR 1761 (TGAl) o8 P
42055304 264 PER BR 1761 (TGAI) erml AT e
63-12 pH 42256302 264 PER BR 1766 (Formulation) “an  fama osen
63-13 Slability 42055304 264 PER BR 1761 (TGAL)
63-14 Oxidizing / reducing aciion 264 PER ~ o ~ & NoAs- No oxidative o reduetive charaeteristics
63-15 Flammability 42055304 264 PER | BRITGIL(TGA = 2 ¢ H N
63-16 Explodabilily 42055304 264 PER BR 1761 (TGAI) A N ° 7 2"

x:moiij/EPAdatamatrix/AdvantagePinsDogs 2009 Dee.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, S,W,
WASHINGTON, D.C. 20460 Form
Approved OMB No, 2070-0060

Papcrwork Reduclion Act Notice; The publie reporting burden for 1his colleetion of information is estimated to average 0.25 louts per response for registration activities and 025 hours per response
for information, incliding suggestions for reducing the burden to: Director, OPPE Information Monagement Division (2137), 1.8, Envirenmental Protection Agency, 401 M Street, S.W., Washington, BC
20460, Do not send the form to the address,

DATA MATRIX

Date: December 7, 2000 EPA Reg No./Filc Symbol: 11556-128, 11556-127 Page3o0f 12
11556-125, 11556-130
Bayer HeallhCare LLC Product: Advantage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41-3
Animal Health Division Advanlage® Plus 20 for Dogs
P.0. Box 390 Advanlage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shawnee MiSSiDﬂ, K§ 66201-0390 Advanlage@ Plus 100 for Dogs
Note
Guidcline Guideline Study Name MRID Submitter Statas Report Number Description
Refercoce Number
Number
42055304 264 PER BR 1761 {TGAI)
63-17 Storage stability 42256302 264 PER BR 1766 {Formulation)
63-18 Viscosity 264 PER N.A. - Solid
63-19 Miscibility 264 PER N.A. - Solid
42055304 264 PER BR 1761 {TGAI)
63-20 Corrosion eliaracteristics 42256302 264 PER BR 1766 {Formulation)
63-21 Dielectric breakdown volt N.A.- Solid
64-1 Submittal of sarmples Samples available upon request
Producl Chemistry: 1dentily, Composition,
830-Group A Analysis 45096902 11556 OWN Report No. 75133
830-Group B Product Chemistry: Physical/Cliemical Properties 45096903 11556 OWRN Report No. 75132
Wildlifc and Aquatic Organisms, Sccliou 158.490

71-1 Acute avian oral - quail/duck A,
71-2{a) Avimn dictary - quail M.A.
TF1-2(h) Avian dietary - duck o 2 N2

713 Wild mammal toxicity o007 °“-§*- - e'«l
71-4{a) Avian reproduction - quail AT ANMA seen
71-4(b) Avian reproduction — duck N.A.

71-5 Simulated or actual field study ‘ o4 NA A A
72-1(a) Fish toxieity - bluegill o s 21 N -7 A
72-1(b) Fish toxicity blucgill ~ tep R R
72-2(a) lavertebrate toxicity - Daphnia * ® | NA,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 5. W,

WASHINGTON, D.C. 20460 Ferm

Approved OMB No. 2070-0060

Paperwork Reduetion Act Notice: The publie reporting burden for this eollection of information is estimated to average 0.25 hours per response for registralion aclivitics and L025 hours per response
for information, including suggestions for reducing the burden 1o: Director, OPPE Information Management Division {2137), U.5. Environmental Protcetion Agency, 401 M Sireet, 5.W., Washington, DC
20460. Do not send the form 1o the address.

DATA MATRIX

Date: Deeemnber 7, 2000

EPA Reg No/File Symbol: 11556-128, 11556-127

11556-125, 11556-130

Page 4 of 12

P.O. Box 390

Bayer HealthCare L1.C
Animal Flealth Division

Slawnee Mission, KS 66201-0390

Product: Adventage® Plus 10 for Dogs
Advanlage® Plus 20 for Dogs
Advanlage® Plus 55 for Dogs
Advanlage® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

x:moiij/CPAdata matrix/AdvantagePlusDogs 2009 Dec.doc

Guideline Guideline Stady Name MRID Submiticr Status :z:;” Number Description
Reference Number
Number
72-2(b) Invertebrate toxicity - Amplipods NAL
72-2(c) Acute aguatic invertebrate toxicity - Chironomids NAL
72-3(2) Estuarine / marine toxicity - fish [
T2-3{b) Estuarine / marine toxicity - mollusk M.A.
72-3(c) Estuarine/marine toxieity - shrimp N.A.
72-4(a} Early life stage - fish N.A,
72-4) Life cycle invertebrate N.A,
72-7 Simulmed or actuzl ficld study MN.A,
None Foliar half-life and distribution for potatocs N.A.
Runed¥ and Erosion predictions for
None apple/potatofeotton N.A
None Risk assessment for apple/potato/eotton N.A,
None PELMO Modeling - sugarbeetfGermany N.A.
Toxicology, Section 158.340
42055331 264 PER Report No, 100040 {TGAL)
42256313 264 PER Report No. 100010 {2 F) A n omaman
43428201 264 PER Report No. 106380 {1.6 F) :l:‘:_'\_ A
43679601 11556 OWN Report No. 74585 {Adv) L N
45096904 11556 OWwn Report No. 75195 {Adv Plus)
§70.1100 Acute oral toxicity rat 47089411 11556 OWN Report No. 75922 {Adv Plus)
s ® mae B StL A
SR S S -
°2 % ze oo =L
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form to the address,

Paperwork Reduetion Aet Notiee: The public reporting burden for this collection of information is estimaled 1o average .25 hours per response for registration aetivities and .025 liours per responsc
for information, including suggestions for redueing the burden to: Director, OPPE Information Management Division (2 t37), 1.5, Environmental Proteetion Ageney, 401 M Street, S.W., Washington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg NoJFile Symbol;  11556-128, t1556-127

11556-125, 11556-130

Page 50f 12

Bayer HealthCare LLC Product: Advantage® Plus 10 for Dogs Togredicnt: Imidacloprid, CAS = [38261-41-3
Animal Health Division Advantage® Plus 20 for Dogs
P.O. Box 39.0 . Advantage® Plus 35 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs
L o . Notc
g:f]‘g::::::i Guideline Study Name Il\q‘lﬁrll]h)m' Submiltcr Status Report Number Description
Number
42055332 264 PER Report No. 100041 (TGAL)
42256315 264 PER Report No. 100002 {2 F)
43428201 264 PER Report No. 106380 {1.6 ")
4379602 11556 OWN Report No. 74584 (Adv)
870, 1200 Acute dermal toxicity, rat/rabbit 45096505 11556 OWN Report No. 75196
42055333 264 PER Report No. 99806 (TGAL)
42286101 264 PER Report No. 99806-1 (TGAL)
42256317 264 PER Report Mo. 100012 (2 F}
43428201 264 PER Report No. 106380 (1.6 F)
43679603 11556 OWN Report No. 74589 (Adv)
870.1300 Aente inhalation toxicity, ral 45096306 11556 OWN Report No. 75197 (Adv Plus)
42055334 264 PER Report No. 99679 (TGAL)
42256319 264 PER Report No. 99815 (2 F)
43428201 264 PER Report No. 106380 (1.6 F}
43428201 264 PER Report Mo. 106380 (1.6 F}
43679604 11556 OWN Report No. 74588 (Adv)
870.2400 Priniary eye irritation - rabhbit 45096907 L1556 OWN | Report Mo, 75199 (Adv Plus)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 5.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public repotting burden for this collection of information is estimated to average 0.25 hours per response for registration aetivitics and .025 hours per response
for information, including suggestions for reducing the burden to: Direetor, OPPE Information Management Division (2137), U.S. Environmental Protection Ageney, 401 M Street, S.W., Washington, DC
20460, Do not send the form to the address.

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol; 11556-128, 11556-127
11556-125, 11556-130

Page 6 of 12

Bayer HealthCare LLC
Animal Health Division

Product: Advantage® Plus 10 for Dogs
Advantage® Plus 20 for Dogs

Ingredient: Imidacloprid, CAS = 13826141-3

P.C, Box 39_0 _ Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shavwnee Mission, K§ 66201-0390 Advantage® Plus 100 for Dogs
Note
g:ggrco:;ti Guideline Study Name I%Ifr;{))er Submitter Status Report Number Description
Number
42055335 264 PER Report No. 99804 {TGAIl)
42256321 264 PER Report No. 99816 (2 F)
43428201 264 PER Report No. 106380 (1.6 F}
43679605 11556 OWN Report No. 74586 (Ady)
§70.2500 Primary dermal irritation - rabhit 45096908 11556 OWN Report No, 75200 {(Adv Phis)
42055336 264 PER Report No. 99800 (TGAI}
42256323 264 PER Report No. 100003 (2 F)
43428201 264 PER Report Mo, 106380 (1.6 F)
43679606 11556 OWN Report No. 74587 (Adv)
870.2600 Dermal sensitization - guinca pig 45096909 11556 OWN | Report No. 75201 {(Adv Plus)
43170301 264 PER Report No. 106348
81-8(S3) Acute neurotoxicity 43285801 264 PER Report No, 106348-1
82-1{a) 90-day fecding - rodent 42256327 264 PER Report No. 100036
82-1{h) 90-day fecding - non-rodent 42256328 264 PER Report No. 100176
§2.2 21-day dermal - rabbil/rat 42256329 264 PER Report No. 100688
82-5(b) 90 day neurotoxicity - mammal 43286401 264 PER Report No. 106356
42256331 264 PER Report No. 100652
42256332 264 PER Report No. 101931
42256333 264 PER Report No. 102658
8§3-1{n} Chronie feeding 1oxicity - rodent 42256334 264 PER Report No, 99672
83-1{l Chronic feeding loxiciy - non-rodent 42273002 264 PER Report No. 100015
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Sirect, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Papcrwork Reduction Act Notice; The public reporting burden for this collection of information is estimated jo average 0.25 hours per response for registration activities and .023 hours per response
for information, inchiding snggestions for reducing the burden 10: Director, OPPE Information Management Division (2137), U.S. Environmenial Proteclion Ageney, 401 M Sireet, S.W., Washington, DC
20460, Do not scnd the form to the address,

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-§27
11556-125, 11556-130

Page 7 0f 12

Bayer HeatthCare LLC

Animal Healgh Division

.O. Box 390

Shawnee Mission, KS 66201-0390

Product: Advaniage® Plus 10 for Dogs
Advaniage® Plus 20 for Dogs
Advantage® Plus 55 for Dogs
Advantage® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

Note
g:{l_;]:cl:lr:; Guidcfine Study Name Il\q’llglllger Subniitler | Status Report Number Description
Number
42256331 264 PER Report Mo, 100652
42256332 264 PER Report No, 101931
42256333 264 PER Report No, 102658
83-2(a) Oneogenicity - rat 42256334 264 PER Report No. 99672
42256335 264 PER Report No. 100693
42256336 264 PER Report No. 101929
83-2(b) Omeogenieity - mousc 42256337 264 PER Report No. 99808
83-3{n) Developniengal toXicity - rat 42256338 264 PER Report No. 98571
83.3(b) Developniental toxicity - rabrbit 427256339 264 PER Report No. 98572
834 Two generglion reprodiselion - rat 42256340 264 PER Report No, 100647
42256341 264 PER Report No, 101276
42256342 264 PER Report No. 98584
84-2(a) Gene mutation (amies 1est) 42256343 264 PER. Report No. 98570
42256344 264 PER Report No. 100021
42256345 264 PER Report No. 99262
42256346 264 PER Report No. 99257
42256347 264 PER Report Mo, 102652
Struelural chironosomal aberzation 42256348 264 PER Report No. 02654
84-2(b) 42256349 264 PER Report No, 102655
42256350 264 PER Repaort No, 99676
42256351 264 PER Report No. 101275
42256352 264 PER Report No, 98573
84-4 Other penoioxic cffeets 42256353 264 PER Report No. 102653
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 8.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do naot send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this colleetion of information is estimated to average 0.25 liours per response for registration aetivities and ,025 ltours per response
for information, Including suggestions for redueing the burden to: Director, OPPE Information Management Division {2137}, U.S. Environmental Protection Ageney, 401 M Sireet, S.W., Waslington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./Fite Symbrol: 11556-128, 11556-127

11556-125, 11556-130

Page 8 of 12

Bayer HealtliCare LLC

Animal Health Division

P.O. Box 390

Shawnee Mission, K8 66201-0390

Produet:

Advantage® Plus 10 for Dops
Advantage® Plus 20 for Dogs
Advantage® Plus 55 for Dogs
Advantape® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737.68-1

Note
g:;lgrﬂ:ﬂ; Guideline Study Name ;1111:-11&1- Subwmitter Status Report Number Description
Number
42256354 264 PER Report No. 101999
42256355 264 PER Report No. 87264
42256356 264 PER Report No. 87265
85-1 Gicneral metabolism 42256357 264 PER Report No, 102617
43679607 11556 OWN Report No. 74580 {Adv) Dogs
43679608 11556 OWN Report No. 74590 (Adv) Dogs
R70.7200 44099801 11556 OWN Report No. 74730 {Adv) Puppics
45097102 11556 OWN Report No. 75121 {Adv Plus) Dops
(86-1) Domniestic Animal Safety 45097101 11556 OWN Report No. 75119 {Adv Plus) Puppics
43679503 11556 OWN Report No. 7457t (Adv) Cats
43679504 11556 OWN Report No. 74581 {Adv} Cals
43679609 11556 OWN Report No. 74572 (Adv) Dogs
43679610 11556 OWN Report No. 74541 { Adv} Dogs
44256901 11556 OWN Report No. 74300 (Adv) Speed of flea kill
44256902 11556 OWN Report No. 47828 {Adv} Larvicidal efTicacy
44256903 L1556 OWN | Report No. 74792 (Adv) Effeets of slampooing
47109101 11556 OWN Report No. 75867 {K9) Waterproof
45026301 1021 PER Report No, OTO18-94 Pyriproxyfen efficacy
45086801 1021 PER Report No. OT)16-93 Pyriproxyfen efficacy
45086801 1021 PER Report No. OT006-96 Pyriproxyfen efficacy
95-9 Efficacy 4719040t LE556 OWN Report No. 75950 (Advantage) Lice
Mant Proteetion, Seetion
158.540
122-2 Aquatic plant growth N.A,
123-2 Aquatic plant growth N.A.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form to the address,

Papenwvork Reduction Aet Motice; The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for informatioa, including suggestions for redueing the burden to; Director, OPPE Information Management Division (2137), U.S, Envirenmcntal Proteetion Ageney, 401 M Street, 5.W., Washington, DC

DATA MATRIX
Date: December 7, 2009 EPA Reg No./File Symbol: 11556-128, 11556-127 Page 9 of 12
11556-125, 11556-130
Bayer HealthCare LLC Produet: Advantage® Plus 10 for Dogs Ingredicnt: Imidacloprid, CAS = 138261-41-3
Animal Health Division Advantage® Plus 20 for Dogs
P.O, Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68- t
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dops
Note
guideﬁnc Guideline Study Name MRID Submitter Status Report Number Description
eference Number

Number
Non-Target Inscets,
Scction 158.590

141-1 Honey bee acute contaet MN.A.

141-2 Honey bee residue on foliage N.A.
Recntry Protection,
Section 158.390

230-236 ’ Mixer/loadcrfapplicator exposure [ MN.AL

Environmental Fate,
Scction 158.290

161-1 Hydrolysis N.A.

161-2 Photodegradation - water N.A,

161-3 Photodegradation - soil N.A.

162-1 Acrobie soil mctabolism N.A.

1622 Anerobie soil metabolism N.A,

162-3 Anacrobie aquatic metabolism N.A.

163-1 Leaching / adsorption/deserption N.A.

164-1 Terrestrial field dissipation N.A.

163-1 Confincd rotationzl crop N.A.

165-2 Ficld rotational crop N.A.

166-1 Ground watcr - small prospective N.A.

None Environmentat falc sammary N.A,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form to the address.

Paperwork Reduelion Aet Notiee: The public reporting burden for this colleetion of informalion is estimated to average 0.25 hours per response for registralion activities and ,025 hours per response
for information, inchiding suggestions for reducing the burden to: Direelor, OPPE Information Manzgement Division (2137), U.S. Enviionmental Protection Ageney, 401 M Slreet, 5.W., Washington, DC

DATA MATRIX

Date: Deecmber 7, 2009

EPA Rceg No./Filc Symbol: 11556-128, 11556-127

11556-125, 11556-130

Page 10 0f 12

Bayer HeallhCare LLC Product: Advantage® Plus 10 for Dogs Ingredient; Imidacloprid, CAS = 138261-41-3
Animal Health Division Advantage® Pns 20 for Dogs
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shawnee Mission, K§ 66201-0390 Advantage® Plus 100 for Dogs
Note
Guideline Guideling Study Name MRID Submitter Status Report Number Description
Reference Number
Numlcr
Residue, Scction 158.240
171-4(a} Mature of residue - plants N.A.
171-4(b) Nawre of residue - liveslock and pouliry N.A
171-4(c} Residue analytical method - plants N.A.
171-4(d} Residue analytical method - animal N.A.
171-4{e) Storage stability N.A.
171-4(j} Magnitude of residucs - meat/milk/poullryfesg N.A,
17 1-4(k} Magnitude of residuc - crop field trials N.A.
17 1-4{1} Magnitude of residuc - processed food/feed N.A.
171-4(mn) Method validation/ mulliresidue method N.A.
None Benefils Reports
None Dictary Analysis N.A.
Child-Reesistant Packaging, Section 157
157.20 Standnrds — Child-Resistant Packaging Testing 47039407 11536 OWN Report No. 75913 Aclar CRP packaging
47089408 11556 OWN Report No, 75914 Aclar CRP packaging
47089409 11556 OWN Report No, 75215 Aclar CRP packaging
47089410 115356 OWN Report No, 75216 Aclar CRP packaging
47089103 11556 OWN Report No. 75897 Aclar CRP packaging
47089104 11556 OWN Report No. 75898 Aclar CRP packaging
47082101 11556 OWN Report No, 75893 Aclar CRP packaging
47089102 11556 OWN Report No. 75894 Aclar CRP packaging
47089201 T1556 OWN | Report No. 75905 Aclar CRP packaging
47089202 11556 OWN Report No, 75906 Aclar CRP packaging

xmoii/EP Adatamatrix/AdvamzgePInsDogs 2009 Dee.doc

214




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, 5. W,

WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

20460. Do not send the form Lo the address.

Paperwork Reduclion Acl Nolice: The public reporting burden for 1his collection of information is estimated 10 average .25 hours per response for registralion activilies and .025 hours per response
for information, incliding suggestions for reducing the burden to: Direcior, OPPE Information Management Bivision (2137), U.5. Environmental Protection Agency, 401 M Streel, S.W., Washingion, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-127

11556-125, 11556130

Page 11of 12

Bayer HeallhCare LLC
Animal Fealth Division
P.O. Box 390

Shawnee Mission, K§ 66201-0390

Produet: Advantage® Plus 10 for Dogs

Advanizge® Plus 20 for Dogs
Advaniage® Plns 55 for Dogs
Advantage® Plus 100 for Dops

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

Note
g:gélrecl:]l:; Guideline S1udy Name :J’IUR;];]JN Submitter | Status Report Number Description
Number

47089203 11556 OWN Report No, 75807 Aclar CRP packaging

47089204 11356 OWN Report No. 75908 Aciar CRP packaging

47089301 11556 OWN Report No. 75909 Aciar CRP packaging

47089302 11556 OWN Report No. 75910 Aclar CRP packaging

47089303 11556 OWN Report No. 75911 Aclar CRP packaging

47089304 11556 OWN Report No. 75912 Aclar CRP packaging
11556 OWN Report No. 33717 4.0 mLAM pk/ehild (K151 — Advantage PPlus 100
11556 OWN Report No. 33718 4.0 mL/4 pkfadull (KIS1) - Advamage Plus 100
11556 OWN Report No. 33719 4.0 mL/& pk/ehild (K151y — Advamage Plus 100
11556 OWN Report No. 33720 4.0 mL/6 pkfaduh (K151) - Advantage Plus 100
11556 OQWN Report Ne. 33721 2.5 mL/4 pk/ehild (K151) — Advantage Plus 55
11556 OWN Report No. 33722 2.5 mL/4 pkfaduh (K151) — Advamage Plus 55
11556 OWN Report No, 33723 2.5 mLs6 pk/child (K181) - Advantage Plus 35
115356 OWN Report No. 33724 2.5 mL/6 pk/adult {(K151) ~ Advamage Plus 35
11536 OQWN Report Ne. 33725 1.0 mL/4 pkfehild (K181) — Advaniage Plus 20
11556 OWN Report No. 33726 1.0 mL/4 pkfadult (K181) — Advaniage Plus 20
11556 OWN Report No. 33727 1.0 mf6 pkichild (K1S1) - Advantage Plus 20
11556 OWN Report No, 33728 1.0 mL/6 pk/adult (K151) - Advaniage Plus 20
11556 OWN Report No, 33729 0.4 mLM pkichild (K151) ~ Advaniage Plus 10
115356 OWN Repon No, 33730 0.4 mLM pkiadnlt (KIS1) ~ Advaniage Plus 1O

x:moiij/EPAdatamarrixf/ AdvantapePlusDogs 2009 Dec.doc

215




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20450, Do nol send the form 1o the nddress.

Paperwork Reduction Act Notice: The publie reporting burden for this eollection of information is estimaled 1o average 0.25 hours per response for registration activilies and 025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Infonnation Management Division (2137), U.5. Environmental Proleelion Agency, 401 M Sireet, S.W., Washington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-127

11556-125, 11556-130

Page 12 of' 12

Bayer Heal(hiCare LLC Produet: Advanlage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41-3
Animal Heallh Division Advantage® Plus 20 for Dogs
P.O. Box 39_0 . Advanlage® Plus 55 for Dogs Pyriproxylen, CAS = $5737-68-1
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs
Noie
Guideline Guitteline Study Name MRID Submiller | Status Report Number Descriplion
Reference Number
Number
11556 OWN Report No, 33731 0.4 mL pkfehild (KIS1) — Advantage Plus 10
11556 OWN Report No. 33732 0.4 mL/6 pkfadull (KAS1) - Advantage Plus 10

Douvglas A. Spilker
Manager, EPA Regulatory Affairs

December 7, 2009
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C, 2046¢ Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per response
for information, including suggestions for reducing the burden to: Direetor, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC
20450, Do not send the form to the address.

DATA MATRIX

Datc: December 7, 2009

EPA Reg NoJ/File Symbol: 11556-128, 11556-127
11556-125, 11556-130

Page 10112

Bayer HealthCare LLC
Animal Health Division

Product: Advantage® Plus (0 for Dogs
Advontage® Plus 20 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

P.0. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shawnce Mission, K§ 66201-0390 Advantage® Ples 100 for Dogs
Note
Guideline Guideline Study Name MRID Submitter | Status P
Refercnce Ntmber Report Number Description
Number
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UNITED STATES ENYIRONMENTAL PROTECTION AGENCY

40t M Street, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form 10 the address,

Paperwork Reduetion Act Notice: The public reporting burden for this collection of infosmation is estimated 1o average 0.25 hours per responsc for registration activities and .025 hours per response
for information, ineluding suggestions for reducing the burden to: Direcior, OPPE Information Managemeni Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washinglon, DC

Shawnee Mission, K§ 66201-0390

Advantage® Plis 55 for Dogs
Advantage® Plus 100 for Dogs

DATA MATRIX
Date: December 7, 2009 EPA Reg No./File Symbol: 11556-128, 11556-127 Page 2 of 12
11556-125, 11556-130
Bayer HealihCare LLC Product: Advaniage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41+3
Animal Health Division Advaniage® Plus 20 for Dops
P.O. Box 390

Pyriproxyten, CAS = 95737-G8-1

Guideline Guideline Study Name MRID Submiiter | Sialus E::art Number Descriplion

Reference Number

Number
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5. W.

WASHINGTON, 1.C. 20450 Form

Approved OMB No. 2070-0060

20460. Do not send the form te the address.

Paperwork Reduction Act Notice: The public reporting burden for fliis cotlcetion of information is estimated to average 0,25 hours per response for registration activitics and .025 hours per response
for information, inchiding suggestions for reducing the burden to: Digeetor, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX

Dates December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-127

11556-125, 11556-130

Page 3 of 12

Bayer HealthCare LLC

Animal Heatth Division

P.G. Box 350

Shawnec Mission, KS 66201-03%0

Produet;

Advantage® Plus 10 for Dogs
Advantage® Plus 20 for Dogs
Advantage® Plus 55 for Dops
Advantage® Plus 100 for Dops

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

Guideline Gnuideline Study Name
Reference
Number

MRID
Number

Submitter

Note

Status Report Number

Deseription

xmmoiij/EP Adatamatrix/AdvantagePlusDops 2009 Drec Rublic.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C, 20460 Form

Approved OMB No, 2070-0060

Paperwork Reduetion Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 liours per response for registration activities and L025 hours per response
for information, including suggestions for reducing the burden to: Direetor, OPPE Information Management Divisinn (2137), U.S. Environmental Protection Ageney, 401 M Street, $,W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX

P.O. Box 390

Animal Health Division

Shawnee Missior, K§ 66201-0390

Advantage® Plus 20 for Dogs
Advantage® Plus 55 for Dogs
Advantage® Plus 100 for Dogs

Date: December 7, 2009 EPA Reg No./File Symhol: 11556-128, 11556-127 Paged of 12
11556-125, 11556-130
Bayer HealthCare LLC Product: Advantage® Plus 10 for Dogs

Ingredient: Imidaeloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-t

Guideline
Reference
Number

Guideline Study Name

MRID
Number

Note

Submitter | Status Report Number

Deseription

x:maifi/EPAdatamatrix/AdvantagePlusDogs 2009 Dec Publie.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

20460. Do not send the forni to the address.

Paperwork Reduetion Aet Nolice: The public reporting burden for Lhis collection of information is estimaled to average 0.25 hours per response for registration activities and .02 5 liours per response
for information, including sugpestions forreducing the burden to: Director, OPPE Informalion Managenient Division {2137), U.S, Eovironmental Proteelion Agency, 401 M Slreet, S.W., Washington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol; 11556128, 11556-127
11556-1235, 11556-130

Page 5 0f 12

Bayer HealthCare LLC Product: Advantage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41-3
Animal Health Division Advanlage® Plus 20 for Dogs
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS =95737-68-1
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs
Note
Guideline Guideline Study Name MRID Submitler | Status Reporl Number Deseriplion
Reference Number
Number
264 PER
264 PER
264 PER
11356 OWN
11556 OWN
264 PER
264 PER
264 PER
264 PER
11356 OWN
11556 OWN
264 PER
264 PER
264 PER
264 PER
11556 OWN
11556 OWN

x:moij/EPAdatamatrix/AdvantagePlusDogs 2009 Dee Public.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Streel, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do nol send the form 1o the address,

Paperwork Reduction Act Nolice: The public reporting burden for this colleclion of information is cslimaled to average 0.25 lours per response for registration activities and 025 hours per response
for information, including suggestions for redueing ihe burden to; Dircetor, OPPE Information Manogement Division {2137), U.S, Environmental Protection Ageney, 401 M Streel, S.W., Washington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-127

11556-125, 11556-130

Pagc 6 0f 12

x:moiijfEP Adatamatrix/AdvanagePlusDogs 2009 Dec Publie.doe

Bayer HealhCare LL.C Product: Advantage® Phis 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41-3
Animal Health Division Advamage® Plus 20 for Dogs
P.QO, Box 390 Advanlage® Plus 55 for Dogs Pyriproxylen, CAS = 95737-68-1
Shawnee Mission, KS§ 66201-03%0 Advanlage® Plus 100 for Dogs
Nole
Guideline Guidelinc Study Name MRID Submitler | Stalus  ["ponor Namber Description
Rkeference Number
Number
264 PER
264 PER
264 PER
11556 OWN
11556 OWN
264 PER
264 PER
264 PER
11556 OWN
11556 OWN
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 BER
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Strect, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not send the form to the address,

Papenvork Reduction Act Notiec: The public reporting burden for this collection of information is estimated to average 0,25 hours per response for registration activitics and 025 hours per response
for information, inclnding suggestions for reducing the burden to: Director, OPPE tnformation Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX

Pate: December 7, 2009

EPA Reg No./Fite Symbot: 11556-128, 11556-127

11556-125, 11556-130

Page 7of 12

Bayer HealthCare LLC
Animal Health Division
P.O. Bax 390

Shawnee Mission, KS 66201-0390

Product:

Advantape® Plus 10 for Dogs
Advantage® Plus 20 for Dops
Advantage® Plus 55 for Dops
Advantage® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

x:mioifj/EPAdatamatrix/Advan tagePlusDogs 2009 Dec Public.doc

Note
ggged:e]::n:e Guidcline Study Name %\GIJ:ID)“ Submitter | Statos Report Number Description
Number

264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 liours per response for registration activitics and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Infonnation Management Division {2137), U.S, Environmental Protestion Agency, 401 M Strect, S.W., Washington, DC

20460, Do not send the form to the address.

DATA MATRIX

Date: December 7, 2009 EPA Reg No./File Symboi: 11556-128, 11556-127 Page 8 of 12
11556-125, 11556-130
Bayer HealthCare LLC Product: Advanlage® Plus 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41.3
Animal Health Division Advantage® Plus 20 for Dogs
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Shiawnee Mission, K5 66201-0390 Advantage® Plus 100 for Dogs -
Note ‘
Guidcling Guideline Study Name MRID Submntitter | Status Report Number Description
Reference Number
Number

xmeiti/EPAdatamatrix/AdvantagePlusDogs 2009 Dee Publie.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 Form
Appraved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this colleetion of information is cstimated to average 0.25 hours per response for registration aetivities and .025 hours per respanse
for information, inciuding supgestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC
20460. Do not send the fonm to the address.

DATA MATRIX

Date: December 7, 2009 EPA Reg No./File Symbot: 11556-128, 11556-127 Page D of 12
11556-125, 11556-130
Bayer HealthCare LLC Produet: Advantage® Plus 10 for Dogs Ingredienl: Imidacioprid, CAS = 138261-41-3
Animal Heaidi Division Advantage® Plus 20 for Dogs
P.G, Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS = 95737-G8-1
Shawnee Mission, KS 66201-0350 Advantage® Plus 100 for Dops o
Note
Guideline Guideline Study Name MRID Subnitter § Status Report Number Description
Reference Number
Number

x:moifi/EPAdatamatrix/AdvantagePlusDogs 2009 Dec Public.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strect, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not send Llie form to the address.

Paperwork Reduction Act Notice; The publie reporting Burden for this collcelion of information is cstimated to average 0,23 lours per response for 1cgistration activilies and .025 hours per response
for information, including suggestions for reducing thie burden to: Director, OPPE Information Management Division (2137), U.S. Envirenmental Protection Agency, 401 M Street, S.W., Washinglon, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No./File Symbol: 11556-128, 11556-127
11356-125, 11556-130

Page 10 of 12

Bayer HealthCare LLC

Animal Health Division

£.0, Box 390

Shawnge Mission, K5 66201-0390

Product: Advanlage® Plus 10 for Dogs
Advantage® Plus 20 for Dogs
Advanlage@® Plus 55 for Dogs
Advanlage® Plus 100 for Dogs

Ingredient: Inidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = §5737-68-1

Note
Guidcline Guideline Study Name MRID Submitter | Status P
Reference Number Report Number Deseription
Number

x:meiij/EP Adatamalrix/AdvantagePlisDogs 2009 Dec Publie.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Slreet, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMEB No. 2070-0060

20460, Do not send the form lo the address,

Paperwork Reduction Act Notice: The public reporling burden for 1his collection of information is estimated 1o average 0.25 hours per response for regislration activities and .025 hours per response
for information, ineluding suggestions for reducing Llhe burden to: Director, OPPE Informalion Management Division (2137), U.S. Enviranmental Protection Agency, 401 M Streel, S.W., Washington, DC

DATA MATRIX

Date: December 7, 2009

EPA Reg No.J/File Symbol: 11556-128, 11556-127

11556-125, 11556-130

Page Ll of 12

Bayer IleallhCare LLC

Animal Heolth Division

P.O, 30x 3%0

Shawnee Mission, KS 66201-0350

Product: Advaniage® Plus 10 for Dogs
Advantage® Plus 20 for Dogs
Advantage® Plus 55 for Dogs
Advantage® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

Note

Guideline Guideline Stedy Name MRID Submitter | Stalus Report Number Destriplion

Refercnce Number

Number
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11556 OWN
11536 OWN
11556 OWN
11556 CWN
11556 OWN
11556 OWN
11556 OWN
11556 CWN
11556 CWN
11556 CWN
11556 CWN

x:moii/EP Adatamatrix/AdvantagePlusDogs 2002 Dec Publie.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form 10 the address,

Paperwork Reduction Act Notice: The public reponiing burden for this colleetion of information is estimated 1o average 0,25 Lours per response for regisiration activitics and 025 hours per response
for information, including supgestions for reducing the burden 1o: Dircetor, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX

Date; Decemiber 7, 2009

EPA Reg No./File Symbol: 11556-128, t1556-127

11556-1235, 11556130

Page 120f 12

Bayer HealthCare LLC

Animal Health Division

P.O Box 390

Shawnce Mission, K§ 66201-03%90

Product:

Advantage® Plus 10 for Dogs
Advantage® Plus 20 for Dogs
Advantage® Plus 35 for Dogs
Advantage® Plus 100 for Dogs

Ingredient: Imidacloprid, CAS = 13826141-3

Pyriproxyfen, CAS = 95737-68-1

Note
Guideline Guideline Study Nanie MRID Submitter | Status Report Number Deseription
Reference Number
Number
11556 OWN
11556 OWN

Douglas A. Spilker
Managzr, EPA Regulatory Affairs

Dceember 7, 2009

x:moiffEPAdatamatrix/AdvaniagePlisBogs 2009 Dec Public.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20480

5> I,
\\"1.\'!‘ N ‘:'.a",\

k3 £
3 s 3

OFFICE OF
ANy 74 NOY 04 2008 erevers S cioes

LA o AND TOXIC SUBSTANCES

Douglas Spilker, Ph.D

Bayer HealthCare LLC, Animal Health Division
P.O. Box 390

Shawnee Mission, KS 66201-0390

Dear Dr. Spilker:

Subject: Amendment of Basic CSFs to update numerous blocks
Advantage® Plus 10 for Dogs, EPA Reg No. 11556-128
Advantage® Plus 20 for Dogs, EPA Reg No. 11556-125
Advantage® Plus 55 for Dogs, EPA Reg No. 11556-127
Advantage® Plus 100 for Dogs, EPA Reg No. 11556-130
Your Submissions dated 9/10/09

The CSFs dated 9/9/09 as referred to above, submitted in connection with your
application for registration under the Federal Insecticide, Fungicide, and Rodenticide Act, as
amended, are acceptable.

All previously dated Basic CSFs for these products are superseded and are considered
obsolete. 1f you have any questions, please contact Autumn Metzger at (703) 305-5314 or
metzger.autumn{@epa.gov.

Sincerely,

ML ? %_,_
Venus Eagle

Product Manager 01

Insecticide-Rodenticide Branch
Registration Division {(7505P)
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Experts In-Processing Signature: ___ /7., v ? L5/

2

FAST-TRACK AMENDMENTS-Compléteness Screemng Checklist

l EPA Reg Number / / @g / Z(g ’ EPA Receipt Date: 7 / / s ?

D

Application Form (EPA Form 8570-1) —signed?

9 Confidential Statement of Formula (EPA Form 8570-29) — signed?

3 Certification with Respect to Citation of Data (EPA Form 8570-34)
signed?

Formulator’s Exemption Stateinent (EPA Form 85 70-27) - signed?

| Data Matrix (EPA Form 8570-35) [Applicable, for adding me-tog uses] -

a) Selective Method?

' b) Cite-All Method? Applicant owns data or list only the companies
offered to pay .

¢}  Public copy of Matrix p;oifided? See PR Notice 98-5

Is Label Inclnded? (5 copies)

Comments:

C%}”—": A?’)’}é;rvamm
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September 17, 2009

DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

PRODUCT NAME: Advantage Plus 10 for Dogs
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL.: 11556-128

EPA RECEIPT DATE: (9/16/09

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

WASHINGTON, D.C. 20460

\ (
ST ST UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

OFFICE OF

PREVENTION, PESTICIDES AND

TOXIC SUBSTANCES

The Office of Pesticide Programs has received your application for an amendment and it

has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team

1, at (703) 308-8045.

Sincerely,

Pk Toraee

Front End Processing Staff
Information Services Branch

Information Technology & Resources Management Division

231



Fee for Service] {§58256C~

| for Division

This package includes the following
©New Registration ©AD
O
©® Amendment BPPD
®RD
OStudies?  UFee Waiver? _
. Risk Mgr. 1
Ovolpay % Reduction:
Receipt No. S-| 858256
EPA File Symbol/Reg. No. 11556-128
Pin-Punch Date: 9/16/2009

YThIS item is NOT subject to FFS action.

Action Code:
Requested:

Granted:

Amount Due: $

‘i//ﬁ/ o<y

Ine%yClear or Intended Use
Rewewer% Wl

| Parent/Child Decisions: |

Nl CEE

Uncleared Inert in Product

Date: "\ l [’-F( 04

Remarks:

232



*Inert ingredient information may be entitled to confidential treatment*

Plesse read instructions on reverzs befare campleting form.

Form Approvad. OMB No. 2070-0080 -2 8-

a United Statos Registration | OPF identifier Number
WEPA Environmental Protection Agency X| Amendment
Washingten, DC 20460 Other
Application for Pesticide - Section |
{. Company{Product Numbaer 2. EPA Product Manager 3. Propoged Clessificetion
11556-128 ;
V. Eagle Nonc D Restricted
4. Company/Product {Nama} PM#
Advantage Plus 10 for Dogs Team 01

5. Name and Addrass of Applicant /lnclude ZIF Coda)

Bayer HealthCare LLC, Animal Health Division
P.C.Box 390
Shawnee Mission, XS 662010390

I:I Chack if this is a8 new address

6. Expedited Reveiw. In accordance with FIFRA Section 3]¢1]3)
{b}li}, my product is similar or identical in composition and labeling
to:

EPA Reg. No.

Product Name

Section - U}

Amendmant - Explain below,

I:I Final printed labels in sapsonse to
Agency lattar dated

I:I Resubmission in response to Agency lettor dated

I:I Nolification - Explain below,

D "Me Too™ Applicetion.

i | Other - Explain below.

review); Non-PRIA action.

Explanation: Uso additional pagels) il necessery. {Far saction | and Saction Ii.}

Enclosed for Agency acceplance are 2 copies of (he Confidential Statement of Formuls, dated 09/09/09, revised to lower the certificd limit
of the N 2nd updaic otleer mformation. Please see attached for further information. Minor formulation change (no data (o

Section - I}

1. Materlel This Product Will Ba Packagad in:

Child-Resistant Packaging Unit Packaging Wata; Solutila Packaging 2. Type of Conteiner
B Yos B Yos Yos Metal
Xt Plastic
No No 'Ig Glass
P If "Yas™ No. par If "Yas™ No. per Foepar
»
Camﬁ":aban must Unit Packaging wgt. container Package wpt container Othaer [Specify}
be submitted i
3. Location of Nat Contants Information 4, Size{s| Retail Container 5. Location of Label Directions
On Label
D Label D Container On Labeling accompaning product
8. Mannar in Which Label is Affixed to Product Lithogrsph D Other
Pepar gluad
Stancilad
Section - IV
. Contact Point {Complete fterns diractly below for identificetion of individual to be contacted, if nocessary, 1o process this epplication.}
Nome Title Talaphona Na. lIncluda Aroa Code)
Douglas A. Spilker, Ph. D. (doug.spilker.b@bayer.com) | Manager, EPA Regulatory Affairs ccd 81326852751 ¢
i zo: [y 3
Certification C & l| &, Dgta Application
e e e 1, Y ml
1 certify thet the statemants | hove made on this form ond all attachments tharato are true, sccurate snd‘chtripiete. ¢ ¢ foceived
1 acknowledgs that any knowlinglly felse or misleading statement may be punishsble by fine or imprisonmant or oo« {Stamped)
both under epplicabla law. oo P
3. Title : 8 v

[§

Manager, EPA Regulatory Affairs :

[ IS

2, Signstw / .
2 %/Z\

Douglas A. Spilker, Ph. D.

[ L ¥

5. Deta : ¢

/O Sept 2007 ;Ln

EPA Form 8570-1 1Rev. 3-54 Previous oditions are obsolete,

White - EPA File Copy lorigined) Yellow - Applicant Co



Via Federal Express

September 10, 2009

Document Processing Desk

{Amend — Non-PRIA Actien)

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S$-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle, PM Team 01
Registration Division

Advantage Plus 10 for Dogs (EPA Reg. 11556-128)

a. Form 8570-1 Application for Amendment
b. Attachment to Application (3 pages)
c. Confidential Statement of Formula, dated 9/9/09 (2 copies)
d. Confidential Statement of Formula, dated 3/08/07 (Supersedes)
x:moi iEPADOC!Distri Advunlage Plus 10 2009 Sept 9.doc Ctee



SR S UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

1 G‘f OFFICE OF
L ppost® PREVENTION, PESTICIDES

AND TOXIC SUBSTANCES

AGENCT

%g‘ﬂOUMm&

Douglas A. Spilker
Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, KS 66201-0390 APR 20 2008
Dear Dr. Spiiker:
Subject; Storage Stability and Corrosion Characteristics; Request for Time-Extension
EPA Registration No. 11556-125, 11556-127, 11556-128, 11556-130
Date Submitted: March 12, 2009
The Agency has received your request to extend the due date for submittal of storage stability
(830.6317) and corrosion characteristics (830.6320) studies as required by Registration Notices dated
September 18, 2007 for the products referenced above. These conditions of registration must be
received by the Agency no later than May 31, 2010. If these conditions are not complied with, the
registrations will be subject to cancellation in accordance with FIFRA section 6{(¢). Your release for

shipment of the product constitutes acceptance of these conditions. If you have any questions regarding

this letter, please contact me at (703) 306-0415.

Sincerely,

NG

Kable Bo Davis

Entomologist
Insecticide-Rodenticide Brach
Registration Division (7505P)
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Bayer HealthCare

Animal Health Division

Via Federal Express

March 12, 2009

Document Processing Desk (NO REGFEE)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency
Room 8-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PMO1
Registration Division (7505P)

Subject:  Advantage Plus 10 for Dogs (EPA Reg No. 11556-128)
Advantage Plus 20 for Dogs (EPA Reg No. 11556-125)
Advantage Plus 55 for Dogs (EPA Reg No. 11556-127)
Advantage Plus 100 for Dogs (EPA Reg No. 11556-130)
Requests for Extension in Time for Submission of

Storage Stability/Corrosion Studies:

Dear Ms. Eagle:

On September 18, 2007, the Environmental Protection Agency granted the
Conditional Registration of the subject products, based on conditions
among which was the submission of reports to fulfill the data requirements
for storage stability (830-6317) and corrosion characteristics (830-6320).
These data were to be submitted within eighteen months of the date of [the
registration]. This letter is to request an appropriate extension in time for
submission of these data to support the continued conditional registration
of all four (4) products.

Although the registration of these products for use for flea control on dogs
was granted, these products have never been produced, packaged or sold.
As the Agency is aware, the original set of applications included two
additional products with the identical formulation for use on cats and
kittens. These registrations (11556-126 and -129) were subsequently
voluntarily cancelled pursuant to Section 6(f) of FIFRA. Currently
additional studies are in process to allow for Bayer Animal Health to apply
for this same formulation to again be registered for use on cats and kittens.

x:moitjfietiers/Venus Eagle 2009 March.doc

Bayer HealthCare LLC
Animat Health Division

PO, Box 390

Shawnee Mission, KS 86201

Phone: 913 268-2000
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' Ms. Venus Eagle/PMO1 | Page 2 f
Registration Division (7505P) March 12, 2009

It is Bayer’s intention to wait to introduce these products as a full product
line into the marketplace when all of the dog and cat products have been
granted EPA registration. That is, we have no intention of producing,
packaging or selling any of the products with this formulation until such
time as we have submitted and received the new registration of the
products for use on cats and kittens. All of these products (both dog and
cat) contain the identical formulation, but packaged differently depending
on the sizes of the animal.

As was discussed in the meeting March 5, 2009 with you and Mr. Davis,
and subsequently agreed to in the e-mail of March 10, 2009 (Kable Davis
to Doug Spilker), Bayer Animal Health will start the stability and
corrosion studies to support the registrations of the subject products by
April 1,2009. We further agree to provide the Agency with a 3-month
interim report from the stability studies. We therefore request a revised
due date of May 31, 2010, for the completion and submission of the
studies to fulfill the data requirements of storage stability (830-6317) and
corrosion characteristic (830-6320).

If you need further information or clarification of this request, please call
me (913-268-2751).

Sincerel ‘
7 / %\

Douglas A. Spilker. Ph. I¥
Manager, EPA Regulatory Affairs
Doug.Spilker.b@Bayer.com

DAS/t

x:moiiifletters/Venus Eagle 2009 Mareh.doe
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U.S. ENVIRONMENTAL PROTECTION AGENCY EPA Reg. Number: Date of 1ssnanec:

Officc of Pesticide Prograins
Registration Division (7505C) 11556-128 SEP -E 8 E[}G?

t200 Peansylvania Ave., N.W.
Washington, D.C. 20460

NOTICE OF PESTICIDE: Ter
i . crat of Issuance:
X Registration .
Reregistration Conditional

(under FIFRA, as amendced)
Name of Pesticide Product:

Advantage Plus 10 for Dogs

Name and Address of Registrant (include Z1P Cade):

Bayer HealthCare LLC, Anlmal Health Division
P.O. Box 390
Shawnee Mission, KS 66201 0390

Note: Changes in lzlbclmg chfl‘enng in suhstance t‘mm that 'lcccpted m connccuon wuh tlns rcglstrahon must be subnuttcd to and zu:ccptcd by the

Registration Division pror o usc of the Iabel in eommercc; ln any COI‘IESPOI!C]CDI:L oni tlus pmduct always rcfer to tllc above EPA I'Lngll'dllDl'l numbecr,

On the basis of infonnation Tumished by the registrant, the above named pesticide is hereby registered/reregistered under the Federal 1nsecticide, Fungicide
and Rodenticide Act.

Registration is in no way to he conslrued as an endorscinent or recommendation of 1his product by the Agency. In order to protect hicalth and the
cavireninent, the Administrztor, on his ination, may at any time suspend or cancel the regislzation of a pesticide in aceordance with the Act. The acoeptance
of any name in connection with the registration of a product under this Act is not to be construed as glvmg the registrant a night to exclusive use ol the name

or to its us¢ if it has been covered by athers.

This product is conditionally registered in accordance with FIFRA section 3(c)(7)(A) provided
that you:

1. Submit and/or cite all data required for registration/reregistration of your product when the
Agency requires all registrants of similar products to submit such data.

2. Make the following label changes before you release the product for shipment:
a. Revise the EPA Registration Number to read, “ EPA Reg. No. 11556-128".

3. The data requirements for storage stability (830-6317) and corrosion characteristics
(830-6320) have not been satisfied, and must be submitted within eighteen months of the
date of this letter.

Signature of Approving Official: Date:

\/m ?Qﬂk SEP 18 2007

Venus Eagle, Product Manager (01)
Insecticide-Rodenticide Branch, Registration Division (7505P)

EPA Fonn 8570-6
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Page 2
EPA Reg. No. 11556-128

4.  Submit one copy of the revised final printed label for the record before you release the

product for shipment.

If these conditions are not complied with, the registration will be subject to cancellation in
accordance with FIFRA section 6(e). Your release for shipment of the product constitutes acceptance of
these conditions,

A stamped copy of the 1abel is enclosed for your records.

Venus Eagle
Product Manager (01}
Insecticide-Rodenticide Branch

Registration Division (7505P)

Enclosure
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Reason To Issue:  Minor Updates Date: 09/17/07

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language
u P s hep

with COMMENTS
In EPA Laetter Dated:

SEP 18 2007

Undar the Federal inseeticide,
Fungicido, znd Rodentiolde Aet,
as amonded, ﬁ}rgtgx , tieéde
reglesered ender . No.
1 SS e i%g

(Front Panel)

Advantage® Plus 10

Topical Solution

Once-A-Month Topical Treatment for Fleas and Lice
On Dogs and Puppies 7 Weeks and Older and 10 Ibs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea and Lice Infestations on Dogs

Available through licensed practicing veterinarians

For use on dogs and puppies 7 weeks of age and older

Advantage Plus contains [imidacloprid], and [an/the] [insect growth regulator]
[IGR] [pyriproxyfen] [Nylar®]*

A single topical application remains effective for at least 4 weeks

Convenicnt, easy to apply topical sohition

Once a month topical fiea treatment for dogs 7 weeks of age or older
Advantage Plus is indicated for the prevention and treatinent of fleas on dogs

7 weeks of age and older

For the treatment and prevention of flea infestations

One treatment prevents further flea infestations for at least 4 wecks

Kills 98-100% of the fleas on dogs within 12 hours and continues to prevent
infestations for at least four weeks

Kills fleas before they lay eggs

Larval flea stages in the dog’s surroundings are killed following contact with an
Advantage Plus treated dog

Kills larval stages of fleas in the pet's environment

Kills 98-100% of fleas within 12 hours of application

Stops existing flea infestations by killing adult fleas

Prevents reinfestations by killing adult fleas before they lay cggs

Prevents flea eggs from hatching

Effectively breaks the flea life cycle

Effectively targets all [life] stages of [fieas)

3-way flea protection {[kills] [controls] adults, larvae, and eggs)

Prevents flea eggs [and flea larvae] froin developing into [(biting) (adult)] fleas
Treatment with Advantage Plus rapidly kills flcas and may reduce the incidence
of Flea Allergic Dennatitis [FAD]

x:moiijftabelspr/AdvaniagePlus10d.Doc Page 1 of 10
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Reason To Issite:  Minor Updates Date: 09/17/07

e Flea achilticide, larvicide, and ovicide

» Prevents fleas on treated dogs from infesting (reinfesting) your home

o Kills fieas often before they bite and may reduce the risk of Canine Vector Borne
Diseascs (CVBD)

Kills fleas which may serve as intermediate hosts for tapcworms

Kills [(biting) (chewing)] lice

For treatment and prevention of [(biting) (chewing)] lice [infestations]
Stops existing [(biting) (chewing)] licc infestations

Dual protection (against flcas and lice)

Treats, prevents and controls [(biting) (chewing)] lice [infestations]
Provides effective control of [(biting) (chewing)] lice [infestations]

Kills [(biting) (chewing)] lice and prevents further infestations

For treatment and prevention of infestations with [(biting) (chewing)] lice
Remains effective after bathing and/or swimming

Remains effective following swimming and/or shampooing

Waterproof

Rcmains effective after cxposure to rain or sunlight

Fragrance (odor) free

In child-resistant packaging

® » & & ©® 0 &5 & & & & » ° 8 0

*NYLAR® - Registered trademark of McLaughlin Gormley King Co.

%
Active Ingredients By Weight
Imidacloprid; [CAS I38261-41-3] ... . o e i 9.10%
Pyriproxyfen; [CAS 95737-68-1] . ... i 0.46%
Other Ingredients . .. ..o i i e e e 90.44%
Total . oo e e e e 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below for First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes modcrate eyc irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

x:moiij/labelspr/AdvantagePlus10d. Doc Page 2 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

HAZARDS TO DOMESTIC ANIMALS
For cxternal use only.
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivitics, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For nedical emergencics
call 1-800-422-9874.

FIRST AID

IF SWALLOWED: Call a Poison Control Center or doctor inunediately for treatment
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unlcss
told to do so by the poison control center or doctor. Do not give anything to an unconscioits
person.

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

IF ON SKIN: Wash with plenty of soap and water.

TO PHYSICIAN: Treat the patient Symptomatically.

([Four] [Six]) 0.014 fl. oz. (0.4 mL) Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-REI

Manufactured For

Bayer HealthCare LL.C
Animal Health Division
Shawnee Mission, Kansas 66201 USA

Made in Germany

x:moiij/labelspr/AdvantagePlus] 0d.Doc Page 3 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

(Back Pancl)

Advantage® Plus 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Treatment for Fleas and Lice on
Dogs and Puppies 7 Weeks and Older and 10 1bs. and Under

Available through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up to 4 weeks
Convenient, casy to apply

Kills adults, larvae, and eggs

Kills chewing lice

Waterproof

In child-resistant packaging

READ ENTIRE LABEL BEFORE EACH USE

([Four] [Six]) 0.014 fl. oz. (0.4 mL) Tubes

x:moiij/labelspr/AdvaniagePius10d.Doc Page 4 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

(Leaflet)
Advantage® Plus 10
Topical Solution
Once-A-Month Topical Treatment for Fleas and Lice on
Dogs and Puppies 7 Weeks and Older and 10 Ibs. and Under
READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea and Lice Infestations on Dogs.

%
Active Ingredients By Weight
Imidacloprid; [CAS 138261-41-3]. ... ..o s 9.10%
Pyriproxyfen; [CAS 95737-68-1]. . ... i e 0.46%
Other Ingredients . .. ... .. ... i 90.44%
Total . 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below for First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing,
Wash hands thoroughly with soap and warm water after handling.

x:moiij/labelspr/AdvaniagePlus10d.Doc Page 5 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

HAZARDS TO DOMESTIC ANIMALS
For external use only.
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may oceur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product.  For consumer questions call 1-800-255-6826. For medical emergencies
call 1-800-422-9874.

FIRST AID

IF SWALLOWED: Call a Poison Control Center or doctor immediately for treatment
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unless
told to do so by the poison control center or doctor. Do not give anything to an unconscious
person. .

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

IF ON SKIN: Wash with plenty of soap and water.

TO PHYSICIAN: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in 2 manner inconsistent with its labeling.

x:moiij/labelspr/AdvaniagePlus10d.Doc Page 6 of 10
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Reason To Issue: ~ Minor Updates Date: 09/17/07

HOW TO OPEN [4-Pack]

1. To open the blister, prepare blister card piece containing only one cavity/tube by
cutting off a section of the blister card.

Do not cut close to the blister cavities.

Cut into the blister cavity across the small side ¢lose to the cap of the tube.

Peel off the cover foil and take out the tube.

Repeat steps 1 to 4 for each tube.

(LT R

HOW TO OPEN [6-Pack]

1. Take a pair of scissors and cut blister card in the center of the long side into two equal
portions with 3 cavities/tubes each.

Do not cut close to the blister cavities.

The two halves of the blister card can now be separated into 3 pieces with one
cavity/tube each.

To open the blister, prepare blister card piece containing only one cavity/tube.

Cut into the blister cavity across the small side close to the cap of the tube.

Peel off the cover foil and take out the tube.

Repeat steps 4 to 6 for each tube.

W N

ok

o

1. Use only on dogs. Do not use on other animals.

HOW TO APPLY

2. Remove one applicator tube from the package. See “HOW TO OPEN” section.

3. Hold applicator tube in an upright position. Pull cap off tube.

4. Turn the cap around and place other end of cap back on tube.

x:moiij/labelspr/AdvaniagePlus10d.Doc Page 7 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

5. Twist cap to break seal, then remove cap from tube.

6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until the skin is visible. Place the tip of the tube on the
skin and squeeze the tube twice to expel the entire contents directly on the skin.

Do not et this product in vour pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of flcas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage® Plus
rapidly kills fleas and reduces the incidence of this condition.

Advantage® Plus kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fieas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupac in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage® Plus treated pet. Advantage® Plus provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage® Plus kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

x:moiij/iabelspr/AdvantagePins10d. Doe Page 8 of 10
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Reason To Issue:  Minor Updates Date: 09/17/07

Advantage® Plus is waterproof and remains efficacious following a shampoo treatment,
swimming or after exposure to rain or sunlight.

Monthly treatments are required for optimal control and prevention of fleas.

If re-treatment becomes necessary earlier than four weeks, do not re-treat more than once
weekly.

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

If Empty: Do not reuse this container. Place in trash or offer for recycling if available.
If partly filled: Call your local solid waste agency or (1-800-422-9874) for disposal
instructions. Never place umised prochict down any indoor or outdoor drain.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforins to the
chemical description on the abel. TO THE EXTENT CONSISTENT WITH APPLICABLE
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY,
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a
specific reference to this wamanty. Any damages arising from a breach of this warranty shall
be timited to direct damages and shall not include consequentiat commercial damages siuch
as loss of profits or values, ete.

EPA Est. 11556-DEU-I

EPA Reg. No. 11556-REI

Manufactured for Bayer HealthCare LLC
Animal Health Division
Shawnce Mission, Kansas 66201 USA

x:moiij/iabelspr/AdvantagePlis10d.Doc Page 9 of 10
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Reason To Issue:  Miwor Updates Date: 09/17/07

{Label on Individual Tube)

Advantage® Plus 10
9.10% Imidacloprid

0.46% Pyriproxyfen
0.014 {1. oz. (0.4 mL)

EPA Reg. No. 11556-REI

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000

x:moiij/labelspr/AdvantagePlusl0d.Doc ~ Page 10 of 10
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Doug Spilker To Kable Davis/DC/USEPA/US@EPA

<doug.spilker.b@bayer.com> co

09/17/2007 05:18 PM bee

Subject Revised Labels for Advantage Plus Dogs (File Symbols
11556-REI, -REL, - RET, - RGN)

Bo,

All the attached labels, text dated 08/17/07, have had minor comections made to them, and are outlined in
the table below. These draft labels replace those on file and pending review for File Symbols 11556- REI,
-REL, -RET and - RGN.

Chang: =
Bullet 15 - removed "ranidly”

2 Bullet 5 - replaced '{{biting} (chewing}] lice,” with ‘fleas” and
reordered bullets; Replaced "Inert” with "Other” in active
ingredient statement

Changed medical emergency number

Removed "only" from first bullet.

Added "s" to infestation; Tne " to "Other.”

Changed medical emergency number

Mo changes

Mo changes

Added word "waterproof” in the shampooing/ swimming
statement; corrected STORAGE and DISPOSAL statement
according to PR 2001-6; revised warranty statement per EPA
raquest.

10 MNo changes

k.

L0 (03 = o L e |

Please call if you have questions or wish to discuss these |abels.
best regards,
Coug

Doug Spilker Ph.D.

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.0. Box 390

Shawnee Mission, K8 66201-0390
Country: USA

Bayer Animal Health "Powered by People, Criven by Science"
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message in error, please do not directly or indirectly use, print, copy, forward, or disclose any part of this message. Please also
delete this e-mail and alt copies and notify the sender. Thank you.

For alternale languages please go o hilp:/bayerdisclaimer. bayerweb.com
i o H v

Y i !

II_@; :g 5?@% f@; Eﬂ;&'.:i.f
AdvaniagePlus100d.pdf AdvaniagePlus10d.pdf AdvantagePls20d.pdf AdvantagePlis55d pot
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Bayer HealthCare

Animal Health Division
Via Federal Express

July 10, 2007

Document Processing Desk (NO REGFEE — Additional Information)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Mr. Bo Davis - Registration Division

Subject: Pending Applications for the Registration of
zf\dvantage® Plus 10, 20, 55, and 100 Products
(EPA File Symbols 11556-RElL REL, RET, and RGN)
for pest control on dogs and Advantage® Plus 9 and 18
Products for pest control on cats (File Symbol
Nos. 11556-REA and 11556-REO)

Dear Mr. Davis:

Pursuant to 40 CFR 157.34, “The registrant of a pesticide product required

to be in child-resistant packaging shall certify to the Agency that the
package meets the standards of § 157.32.”

The subject pending applications for registration are for products which
will be required to be in child-resistant packaging. Accordingly, please
find enclosed with this cover letter six separate CRP certification letters
for the respective subject products.

If you have any questions, please do not hesitate to call me at
(913) 268-2751.

Dougl . Spilker. Ph.
Manager, EPA Regulatory Affairs
Doug.Spilker b{@Baver.com

DAS/It

Enclosures: Six Certification Letters

xamoiijfletters/EPA AdvantagePhus2007)uly10.doc

i

Bayer HealthCarg LLC

Animal Heallh Division

12707 Shawnee Mizsion Parowvay
Shawnee Mission, KS 66218-1B46



Bayer HealthCare

Animal Health Division

Via Federal Express

July 106, 2067

Document Processing Desk (NO REGFEE — Additional Information)
Office of Pesticide Programs (7504P)

U.S. Envirommental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Bayer HeallhCare LG

Animal Health Division

12707 Shawnee Mission Parkway
Shawnee Mission, KS 66216-1846

Attention: Mr. Bo Davis
Registration Division

Subject: Advantage® Plus 10 (EPA File Symbol 11556-REI)
Child-Resistant Packaging Certification

Dear Mr. Davis:

I certify that the packaging that will be used for this product meets the
standard of 40 CFR 157.32.

Sincerely,

F. Terry McNamara

Director criveo KR
Preclinical Development and EPA Regulatory Affairs R ¢
L L A 2 O 3 :':( L : L5
FTM:DAS/It < ¢
e :: E( o ::.'{.

x:moiij/letters/EPA AdvamagePlus10 20073uly10.doe
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CHILD-RESISTANT PACKAGING REVIEW
Technical Review Branch

IN 07/10/2007 OUT __08/6/2007

RD, TRB, Reviewed by Rosalind L. Gross 08/6/2007

EPA Reg. No. or File Symbol 11556-REl

DP Barcode D341440 see aiso D338713

Decision # 215323
EPA Petition or EUP No.

Date Division Received 04/05/2007

Type Product(s) _nsecticide (flea product)

Data Accession No(s). 470894-00 (cover letter). 470894-07, 08, 09, 10
Note this data was submitied to cover EPA Reg No.
11556-REA also

Product Mgr./Chemical Review Mgr/Contact Person RM 01 (Kable Davis)
Division RD

Product Name(s) Advantage Pius 10 for Dogs

Company Name(s)_Bayer Healthcare LLC

Submission Purpose Review of 4 CRP studies to determine if they are adequate
to support CRP certification for retail size of 4 and 6 tube
blisters of nonchild-resistant tubes (1ml size and 0.4mi fill

level).

Active Ingredient(s), PC code, & % imidacloprid 9.1%
Pyriproxyfen 0.46%

Summary of Findings

The child-resistant packaging, CRP, certification (July 10, 2007) submitted is
acceptable. Chiid Study 4 tube blister 0.4 mi size (GLM 27022, MRID 470894-07) was
a pass according to the child sequential test in 16 CFR 1700.20. Senior Adult Use
Effectiveness, SAUE, Study 4 tube blister 0.4 mi size (GLM 27022, MRID 470894-08)
was a pass of the Senior Adult test in 16 CFR 1700.20. Child Study 6 tube blister 0.4
mi size (GLM 27023, MRID 470894-09) was a pass according to the child sequential
test in 16 CFR 1700.20. Senior Adult Use Effectiveness Study 6 tube blister 0.4 mi
size (GLM 27023, MRID 470894-10) was a pass of the Senior Adult test in 16 CFR
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1700.20.

in conclusion all the requirements for CRP have been met for this product.
However, the directions on opening the package given to the senior during
testing for the 4 and 6 tube blisters must be the same directions given to
consumers. These directions are on the labe!l for this product, which was dated
July 10, 2007. Additionally, should any human experience/epidemiological evidence
indicate a problem once the product is in the marketplace, the Agency reserves the
right to question the child resistance of the package involved.

Package

The package is a plastic blister with a foil backing containing either 4 or 6 tubes
of product. The blister is the child-resistant packaging not the individual tubes.

Toxicity

The toxicity of the product, which contains 9.1% Imidacloprid and 0.46%
Pyriproxyfen, is based on toxicity data for a 9.1% Imidacloprid and 0.9% Pyriproxyfen
formulation. The acute oral LDse was 1000mg/kg for the female rat and 1283mg/kg for
the male rat per MRID 45096904. The female rat acute oral LLDso 1000mg/kg was used
for purposes of CRP. The toxic or harmful amount for an 11.4 kg child is 11.49
(1000mg/kg x 11.4kg), which is 10.4ml of product (11.4g divided by 1.092g/ml). Fora
tube with 0.4 mi of product a toxic or harmful amount is 26 tubes. For CRP testing a
child failure is 9 tubes per 16 CFR 1700.20. Another acute oral LDs study MRID
470894-11 (9.0% Imidacloprid and 0.48% Pyriproxyfen) was submitted to confirm CRP
was required for the product. This study indicates an acute oral LDse 1098mg/kg for the
female rat, which means 12.5g or 11.4ml is a toxic or harmful amount for an 11.4kg
child. Therefore a child fajlure remains 9 tubes per 16 CFR 1700.20.

Company Data

The company submitted a CRP certification and two Child-Resistant
Effectiveness and two Senior Adult Use Effectiveness studies to demonstrate the 4
tube and 6 tube blister cards were child-resistant packaging.

Child Study 4 tube blister 0.4 mi size (GLM 27022, MRID 470894-07} involved
giving each child 3 blister cards with 4 tubes (1 mi size tube) each containing 0.4 mi of
water at the start of the test. A child failure was defined as access to 9 blister cavities
as the blister card was the child-resistant feature. The results were one child failure,

Senior Adult Use Effectiveness Study 4 tube blister 0.4 ml size (GLM 27022,
MRID 470894-08) involved having the test subjects open one blister cavity during a 5
minute test period and a one minute test period. Scissors were made available during
testing. The results of the study were 100% SAUE.
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Child Study 6 tube blister 0.4 ml size (GLM 27023, MRID 470894-09) involved
giving each child 2 blister cards with 6 tubes (1 mi size tube) each containing 0.4 mi of
water at the start of the test. A child failure was defined as access to 9 blister cavities
as the blister card was the child-resistant feature. The results were no child failures.

Senior Adult Use Effectiveness Study 6 tube blister 0.4 ml size {(GLM 27023,
MRID 470894-10) involved having the test subjects open one blister cavity during a 5
minute test period and a one minute test period. Scissors were made available during
testing. The results of the study were 99% SAUE.

Analysis of Daia and Conclusion

The CRP certification (July 10, 2007) submitted is acceptable.

Child Study 4 tube blister 0.4 ml size (GLM 27022, MRID 470894-07) involved
giving each child 3 blister cards with 4 tubes (1 ml size tube) each containing 0.4 mi of
water at the start of the test. A child failure was defined as access to 9 blister cavities
as the blister card was the child-resistant feature. The resuits were 1 child failure,
which was a 51 month old male child that accessed 9 blister cavities. Additionally, one
child accessed 4 blister cavities, two children accessed 2 blister cavities each, and
three children accessed one blister cavity each. There was an error in caiculating the
age of one male child who was actually 52 months old and not 43 months old.
However, the error will not effect the conclusion of the study, that the package is chiid-
resistant. This study was a pass according to the child sequential test in 16 CFR
1700.20.

Senior Adult Use Effectiveness Study 4 tube blister 0.4 ml size (GLM 27022,
MRID 470894-08) involved having the test subjects open one blister cavity during a 5
minute test period and a one minute test period. Scissors were made available during
testing because the test directions given to the seniors cailed for the use of a cutting
tool. The results of the study were 100% SAUE. There was an error in calculating the
age of one female who was actual 62 years old and not 67 years old. However, the
error will not effect the conclusion of the study that the package is SAUE. The study is
a pass of the Senjor Adult test in 16 CFR 1700.20.

Child Study 6 tube blister 0.4 ml size (GLM 27023, MRID 470894-9) involved
giving each child 2 blister cards with 6 tubes (1 ml size tube) each containing 0.4 mi of
water at the start of the test. A child failure was defined as access to 9 blister cavities
as the blister card was the child-resistant feature. The results were no child failures,
but one child accessed 3 blister cavities and two children accessed one blister cavity
each. This study was a pass according to the child sequential testin 16 CFR
1700.20.

257



4

Senior Aduit Use Effectiveness Study 6 tube blister 0.4 mi size (GLRIM 27023,
MRID 470894-10) involved having the test subjects open one biister cavity duringa 5
minute test period and a one minute test period. Scissors were made available during
testing because the test directions given to the seniors called for the use of a pair of
scissors. The resuits of the study were 99% SAUE, one 54 year old female faiied
during the one minute test period. There was an error in calculating the age of one
female who was actual 53 years oid and not 52 years cid. However, the error will not
eflect the conclusion of the study that the package is SAUE. The study is a pass of
the Senior Adult test in 16 CFR 1700.20.

In conciusion ali the requirements for CRP have been met for this product.
However, the directions on opening the package given to the senior during
testing for the 4 and 6 tube blisters must be the same directions given to
consumers. These directions are on the label for this product, which was dated
Juiy 10, 2007. Additionaily, should any human experience/epidemiological evidence
indicate a problem once the product is in the marketplace, the Agency reserves the
right to question the child resistance of the package involved.
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Bayer Studies for CR Blister with Tubes Chart

imidacloprid 9.1% and Pyriproxyfen 0.46%

EPA#

Toxic/Harmful Amt

Child
Failure

mit in
tube

4 tube blister

B tube blister

CRP Data

CRP
Cert

SAUE

CRE

SAUE

CRE

1556-REL

Acute oral LD, = 1098
mg/kg female rat D338715
EPA Reg No 11558-REA

MRD 470894-11 July 2007.

Toxie/harmful amount 1.4
kg child = 12.5g=11.4ml

tubes

100%

0 Fail

99%

0 Fail

Yes

Ok

11556 REA

Acute oral LDz = 1008

mg/kg female rat D338715°

EPA Reg No 11556-REA

' MRID 470894-11 July 2007.

Toxic/harmful amount 11.4
kg child = 12.5g=11.4ml

tubes

04

100%

1 Fail

99%

0 Fail

Yes '

Ok

11556-REO

Acute oral LD, = 1098
mg/kg female rat D338715
EPA Reg No 11556-REA

MRID 470894-11 July 2007.

Toxic/harmful amount 11.4
kg child = 12.5g=11.4ml|

fubes

0.8

Pass

Pass

Pass

Pass

use REL
and REA
Data

Ok
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Bayer HealthCare
Animal Health Division

Via Federal Express

July 10, 2007

Document Processing Desk (NO REGFEE — Additional Information)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 222024501

Bayer HealthCare LLG

Animal Heallh Division

12707 Shawnee Misslon Parkway
Shavmee Misgion, KS 652156-1846

Attention: Mr. Bo Davis
Registration Division

Subject: Advantage® Plus 10 (BPA File Symbol 11556-REI)
Child-Resistant Packaging Certification
Dear Mr. Davis:

I certify that the packaging that will be used for this product meets the
standard of 40 CFR 157.32.

Sincerely,
e ot P Mo
F. Terry McNamara

Director
Preclinical Development and EPA Regulatory Affairs

FTM:DAS/t

x:motijfleuers/EPA AdvantagePlus10 2007)uly10.doe
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EFFICACY REVIEW
PRODUCT: Advantage Plus 10 for Dogs, Advantage Plus 20 for Dogs,
Advantage Plus 55 for Dogs, Advantage Plus 100 for Dogs
FILE SYMBOL: 11556-RE], 11556-REL, 11556-RET, 11556-RGN
DATE: August 6, 2007
DP BARCODE: D342416, D342417, D342418, D342419

PECISION NUMBER: 215323,215314, 215321, 215493
GLP: No

CHEMICAL: Imidacloprid (9.1%)
CHEMICAL NUMBER: 129099

PURPOSE: Review data to support the addition of dog lice
(Trichodectes canis)

MRID: 47190401. Doyle, J., Egan, T. (2006) A Controlled
Randomised Study to Evaluate the Efficacy of Advantage
Against a Natural Infestation of Dog Lice (Trichodectes
canis) Following a Single Topical Administration to Adult
Mixed Breed Dogs: Final Study Report. Project Number:
144/914, 75950. Unpublished stndy prepared by Charles
River Laboratories BioLabs Europe. 130p.

TEAM REVIEWER: Kable Bo Davis
EFFICACY REVIEWER: Kable Bo Davis, M.S., Entomologist

SECONDARY - (- oD
EFFICACY REVIEWER: Joanne Edwards, M.S., Entomologist

BACKGROUND: :

Advantage Plus 10, Advantage 20, Advantage 55 and Advantage 100 are ready-
to-use spot on treatments for dogs intended for the month long control of fleas and lice.
The proposed labels contained the following label claims concerning lice:

1. Once-A-Month Topical Treatiment for Fleas and Lice

2. Kills [(biting) (chewing)} lice

3. Kills [(biting) (chewing} lice, which may serve as intermediate hosts for

tapeworms (Dipylidium caninum)

4. Kills [(biting) (chewing)] lice and prevents further infestations

1
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DATA REVIEW:
The following data review is comprised of explanations of materials and methods,
and a summation of experimental results containing tables with reformatted data.

47190401. Doyle, J., Egan, T. (2006) A Controlled Randomised Stady to Evaluate
the Efficacy of Advantage Against a Natural Infestation of Dog Lice (Trichodectes
canis) Following a Single Topical Administration to Adult Mixed Breed Dogs: Final
Study Report. Project Number: 144/914, 75950. Unpublished study prepared by
Charles River Laboratories BioLabs Europe. 130p.

The experimental design cousisted of separating 20 dogs into two groups of ten
containing both males and females. All dogs included in the study were naturally
infested with dog lice (Trichodectes canis) and had a minimum of 10 infesting lice.
Group | acted as a control, while dogs within the second group were treated (via spot
treatment) with 0.1 mL/kg bodyweight of Advantage on day 0. Obscrvations on efficacy
were taken on days 1, 2, 7, 14, 21, 28 and 36.

Resulis:

Table 1. Lice Coun

Growp | Amimal { ¢ o0 0 Fotal Nember of Lice Ll
Day- | Day- | -Day |-Day | Day | Day [ Day | Day | Day::
g |32 o7 | a2y 280 7 (364
1 . 52 - 86 92 52 52 95
2. - - 77 66 63 72 -
3 21 29 54 9 3 0 0 0
4 20 80 i3 15 1 0 0 0
Control 5 85 44 61 88 64 49 81 85
- 6 . 79 36 53 - 80 76 57 83
7 - 70 61 88 66 59 97 99
g | 31 37 32 46 37 16 13 25
9 . - - - 99 94 91 75
10 - I 7 65 G5 69 | 49

1 36 29 3 0 0 O 0 0 0
2 - 67 1 0 0 0 0 0 0
3 - 74 4 5 0 2 0 0 0
: 4 - 926 16 10 0 0 0 0 0
Treatment 5 - 91 20 6 0 0 0 0 0
0 - - 68 13 0 0 0 0 0
7 59 47 0 0 0 0 0 0 0
8 - 42 22 G 0 ¢ 0 0 0
0 73 41 1 0 0 0 0 0 0
10 41 35 4 0 0 0 0 0 0

2
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Tab_le 2,

Efficacy Results

The percent efficacy ranged from 91% (1 day) to 100% (days 7 — 36).

RECOMMENDATIONS: :

The submitted data support the addition of biting or chewing lice to products:
11556-REIL, 11556-REL, 11556-RET and 11556-RGN. The following recommendation
applies:

1. Revise the label claim “Kills [(biting) (chewing) lice, which may serve as
intermediate hosts for tapeworms (Dipylidium caninum)” to read “Kills fleas,
which may serve as intermediale hosts for tupeworms”.

3
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Plagsa road inslructions an reverse hafore {d;..ngaa‘gg forrm.

ForrnA{ ad. OMB No. 2070-

BE. 2d.OME No. 2070:0080

Unitad States
wEPA

Environmental Protection Agency
Washington, OC 20460

X

Print Form :l

Registration
Amendment
Gther

-2 8-
QPP Identifisr Numbor

U 2o Application for Pesticide - Section |
t. Company/Product Number 2, EPA Product Manegor 3. Proposed Classification
11556-REI Tom Harri
om Tarrts None D Restricted
4. Company/Product {Nama) PM#¥
Advantage Plus 10 for Dogs Acting PM1

5. Nemea end Addross of Applicant finclude ZIP Codaf

Bayer HealthCare LLC, Animal Health Division
P.O. Box 390
Shawnee Mission, KS 66201-0390

D Check if this is a new address

to:
EPA Reg. No,

6. Expedited Reveiw. in accordance with FIFRA Section 3{c)|3}
{b)lil, my product is similar or identicat in composition and labeling

Product Name

Section - 1l

D Amondmont - Explain below.
D Resubmission in rosponse te Agency latter dated

D Notilication - Explain below.

i

Final printed lebels in ropsonso 1o
Agency latter dated

“Mo Too" Application.

Other - Explain below,

Explanation: Uso additionsl pegeis! if nocessary. IFor section | and Section !.3

Non-fast Track Amendment (review of data); Proposed fee category: R34, CR No. 89. Action: Modification of the Label. Justification:
Although this action is pending & should be grandfathered-in, we agree to a Vol-Pay Action. See attached for additional explanation.

Section - Il

1. Meteriel This Product Will Be Packeged In:

Child-Resistent Peckaging Unit Packaging

Watar Soluble Packaging

2. Typa of Container

be submitted

Yos - Yeas - Yos Motal
x| dgxt X| Pteetic
. No No - § Glass
- n n - x P
p P if "Yes No. per If "Yas No. per apar
* Cartification must | ynit Packaging wot.  container Packoge wgt containar

Othor {Spacify}

3. Location of Not Contonts Informtotion

Label I:l Contalner

4. Size{s) Ratail Container

4/6-0.4 mL tubes

On Label

S. Location of Labe! Directions

COn Labeling accompaning product

6. Manner in Which Labal is Affixed to Product

Pepar

Lithograph

other See attachment

fued

Stencilad

Section - IV

t. Contact Point [Comipfete items directly below for identification of individual fo be contacted. if necussary. to process this applicgtien.|

Namae

Douglas A. Spilker (doug.spilker.b@bayer.com)

Title
EPA Regulatory Manager

"

Talaphone Mo. {inziude Araa Code]
D12-268-3751 <<

Certification
. o S < o)
1 cortify that the statements | have made on this farm end aif attachmonts thereto are truo, aceureto and compieto.
{ ecknowladge that any knowlinglly false or misleading stetoment may be punishablo by fine or imprisonment or ©

T
<

Eal B

6. Datae Application
Raceived

» sStamped)

both under epplicable law. crece eve
2, Signstura 3. Titla heto . ¢
¢ EPA R [ 10 Man ¢ Lot
G I sy Do Spillir T Mo o
4, Typed Name 5. Deota v
Douglas A. Spilker March 8, 2007
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Bayer HealthCare
Animal Health Division

470882-00

Via Federal Express

March 8, 2007

Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room §-4800, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501 Bayer HealthCare LLC
Animal Health Division

. _ 12707 Shawnge Mission Parkway
Attention: Myr. Tom Harris Shawnge Mission, KS 65216-1848

Registration Division

Subject: Pending Applications for the Registration of
zﬁuzlvant'clge® Plus 10, 20, 55, and 100 Products
(EPA File Symbols 11556-REI, REL, RET, and RGN)
for pest control on dogs and Advantage® Plus 9 and 18
Products for pest contro! on cats (File Symbol
Nos. 11556-REA and 11556-REQO)

Dear Mr. Harns:

Enclosed with this cover letter are revised draft labeling with appropriate
supporting documents for the pending registrations of Bayer's Advantage®
Plus products Tor pest control on cats (EPA Files Symbols 11556-REA,
and 11556-REO), and dogs (EPA File Symbols 11556-REL 11556-REL,
11556-RET, and 11556-RGN). The purpose of this cover letter s to
provide an explanatory overview of the submission which may aid in the
processing of the enclosed information and respective applications.

The time of the original submission, April 10, 2000, predates PRIA and as
pending actlons should be “grandfathered.” However, we agree to make
all six related actions Vol-Pay Actions, and we will pay the appropriate
fees.
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Mr, Tom Harris ) Page 2
Docunient Processing{ sk (REGFEE) March 8,2, /
Office of Pesticide Programs (7504F)

U.S. Environmental Protection Agency

Briefly, the most significant item previously preventing the registrations
was that tlie products had to be in Child-Resistant Packaging (CRP). The
packaging scheme for all six registrations is similar, and the CRP testing
data for the various sizes are enclosed. The testing design to satisfy the
requirements for all product presentations was developed with the
agreement of the Agency’s expert, Dr. Rosalind Gross. In addition, to
support a 9-week kitten label, the reports on three kitten studies and an
overall summary {included in the two kitten/cat product applications) are
enclosed. These items are discussed in more detail later.

On April 10, 2000, Bayer HealthiCare LLC, Animal Health Division
submitted draft labels and appropriate documents for the subject
registration: actions. The Agency reviewed these documents and
responded on a number of items, such as requiring the products to be
marketed in Child-Resistant Packaging (CRP). Bayer responded to some
of the items, but did not on others. We acknowledge that there has been
quite a lag in activity with this action, mostly due to changing marketing
focus, and the need to generate Child-Resistant Packaging. However,
Bayer Healthcare has renewed interest in these products, and the enclosed
and accompanying information is in reply to the Agency’ s comments
and/or to support proposed revisions to the pending actions.

The insecticide formulation is identical for all six products. The six
application/products differ in terms of use directions for cats or dogs
and/or different dose/container sizes for different sizes of cats and dogs.
All of the products control one pest - fleas. These products are similar to
the Advantage products (Advantage® 9, EPA Reg. No. 11556-116;
Advantage® 18, EPA Reg. No. 11556-118; Advantage® 10, EPA Reg. No.
11556-117; Advantage® 20, EPA Reg. No. 11556-119; Advantage® 55,
EPA Reg No. 11556-120; and Advantage® 100, EPA Reg. No. 11556-
122), except a small amount (0.46%) of a very effective insect growth
regulator, pyriproxyfen, has been added to enhance efficacy against flea
eggs. Whereas Advantage® was efficacious against larval and adult fleas,
the new combination product is effective against flea larvae, adult fieas,
and flea eggs.

The inethod of application is the same for all six products and is the same

application metliod as for the currently registered Advantage® products.
The insecticide formulation 1s applied from an individual tube to dogs or

X:meiijfAdvantapePlusSubmission/EPA AdvantapcPlus2007Mar das iir.doc
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Mr. Tom Harris Page 3 .
Document Processingt. sk (REGFEE) Marclh 8, 2v o7
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

cats to a localized area on the skin between the shoulders or on the neck to
control fleas. For large dogs, application to a couple of Jocalized areas
along the neck and back 1s recommended. This is the same as for Bayer’s
currently registered Advantage® products (EPA Reg. Nos. 11556-116,
-117,-118, -119, -120, -122).

Specifically, there are two pending registration applications for products to
control fleas on cats. One product, Advantage® Plus 9, will treat cats

9 Ibs. or less in size. The dose for this product is 0.4 mL of solution in a
plastic tube. The other product for cats - Advantage® Plus 18 - will treat
catg greater than 9 1bs. in size. The dose size for this product is 0.8 mL of
solution in a plastic fube.

There are four registration applications for products to control fleas on
dogs. Advantage® Plus 10 will treat small dogs and puppies which are

10 lbs. or lessin size. The dose size for this product is 0.4 mL of solution
in a plastic tube. Advantage Plus® 20 will treat dogs 11 to 20 Ibs. in size.
The dose size for this product is 1.0 mL. Advantage® Plus 35 will treat
dogs which are larger than 20 Ibs. in size, but less than 55 lbs. The dose
size for this product is 2.5 mL. Advantage® Plus 100 is for dogs greater
than 55 1bs. in size. The dose size for this product is 4.0 L.

The different product names, EPA File Symbol, animals (dog or cat),
animal sizes, tube sizes and number of tubes per package are also shown in
the attached table for ease of reference.

The packaging for the cat products will be identical to the packaging used
with the currently registered Advantage® products for cats (EPA Reg. Nos.
11556-116 and —118) except the tubes will be in a Child-Resistant blister
(discussed later). The packaging for tlie cat products will consist of a
cardboard box with all appropriate labe) text except for the directions for
use. Inside the box will be a leaflet containing all the label text. Also
inside the box will be a CRP blister package containing 4 or 6 tubes of the
appropriate size. Please note, the Advantage® Plus products will be
marketed in either a 4-tube or a 6-tube package just as the currently
registered Advantage® products are sold in 4-tube and 6-tube package
sizes.

The packaging for the dog products will also consist of the same type of
CRP blister pack placed in a small carton containing 4 or 6 tubes of the

HemeiijiAdvamagePlusSulimission/EPA AdvamagePlus2007Mar das tr.doc
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Mr. Tom Harris Page4 {
Document Processing ..esk (REGFEE) Marcl1 8, 2007
Office of Pesticide Programs (7504PF)

U.S. Environmental Protection Agency

appropriate size. As with the cat products, the outer cardboard box will
contain all the appropriate labeling except for directions for use. A leaflet
with the complete label text will be inside the box with the appropriate
blister package. The presentations are identical as for Bayer’s currently
registered Advantage® products for dogs (EPA Reg. Nos. 11556-117, -
119,-120,-122).

The plan for the packaging has not changed from the original submission
of 4/1/2000, except that the blister package has been changed to meet
child-resistant packaging standards.

In the previous applications for Advantage® Plus 9 for Cats and Kittens
(EPA File Symbol 11556-REA) and for Advantage® Plus 18 for Cats
(EPA File Symbol 11556-REQ) Bayer did not submit domestic animal
safety data for kittens. Atthe time of submission these studies were
underway and being discussed with Agency representatives (cited in the
enclosed applications). All of these studies are complete. There are three
studies described in 1) Bayer Report No. 75120 with a report amendment —
Bayer Report No. 75120-1; 2) Bayer Report No. 75190 with a report
amendment — Bayer Report No. 75190-1; and 3) Bayer Report No. 75191
with a report amendment — Bayer Report No. 75191-1. These three kitten
safety studies with the report amendments support a 9-week kitten age
restriction. The reports and their amendments are included with the
application for Advantage® Plus 9 for Cats and Kittens (EPA File Symbol
11536-REA), but the data also support the same label restriction for the
Advantage® Plus 18 for Cats (EPA File Symbol 11556-REQ).

As earlier related, the insecticide formulation is the same for all six
products. Also because the acute toxicity value for the formulation was
below the 1500 mg/kg “trigger,” and because this is a residential use, the
products must be marketed in Child-Resistant Packaging (CRP). To
resolve this issue for all six products including that each product is to be
marketed in two different presentations — a 4-tube package and a 6-tube
package — Bayer representatives, Great Lakes Marketing (a CRP testing
facility wiich Bayer has contracted) and A gency representatives, primarily
Dr., Rosalind Gross, have had numerous discussions and meetings. The
end results of these effarts are Bayer has developed CRP blister packaging
for all tube and dose sizes including both 4-tube blisters and 6-tube blisters
for each size. Sixteen reports detailing the CRP testing of these blisters
are enclosed in this submission.

Xumpiij/AdvantagePlusSubmission/EPA AdvantapePlus2007Mar das lrdoc
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Mr. Tom Harris Page5 {
Document Processin g{,ual\ (REGFEE) March 8, 2007
Office of Pesticide Prograns (7504P)

U.S. Environmental Protection Agency

In agreement with Dr. Rosalind Gross, for the largest dog size,
Advantage® Plus 100 (EPA File Symbol 11556-RGN) with a 4.0 mL dose
size, Great Lakes Marketing (GLM) tested both the 4-tube and 6-tube
blisters with this size tube filled with 4.0 mL of water. The four reports on
this testing — 4.0 mL x 4-tube blister child testing (Bayer Report

No. 75909), 4.0 mL x 4-tube blister senior testing (Bayer Report

No. 75910), 4.0 mL x 6-tube blister child testing (Bayer Report

No. 75911), and 4.0 mL x 6-tube blister senior testing (Bayer Report

No. 75912) — are enclosed with the documents for Advantage® Plus 100.
No other data are included with this particular application.

In agreement with Dr. Rosalind Gross, for Advantage® Plus 55 (EPA File
Symbol 11556-RET) with a 2.5 mL dose size, GLM tested both 4-tube and
6-tube blisters with this size tube filled with 2.5 mL of water. The four
reports on this testing — 2.5 mL x 4-tube blister child testing (Bayer Report
No. 75905), 2.5 mL x 4-tube blister senior testing (Bayer Report

No. 75906), 2.5 mL x 6-tube blister child testing (Bayer Report

No. 75907}, and 2.5 mL x 6-tube blister senior testing (Bayer Report

No. 75908) - are enclosed with the documents for Advantage® Plus 35.
No other data are included with this particular application.

As the dose size for Advantage® Plus 9 for Cats and Kittens (EPA File
Symbal 11556-REA) and the dose size for Advantage® Plus 10 for Dogs
and Puppies (EPA File Symbol 11556-RE]) are the same —~ 0.4 mL -
packaged in the 1 mL tubes in the same blisters (including 4-tube and
6-tube blisters), Dr. Rosalind Gross agreed testing these 1 mL tubes filled
with 0.4 mL water in 4-tube blisters and 6-tube blisters would satisfy the
requirenients for both the Advantage® Plus 9 for Cats and the Advantage®
Plus 10 for Dogs and Puppies registrations. GLM tested these 4-tube and
6-tube blisters. The four reports on this testing — 0.4 mL in 1 mL tubes x
4-tube blister child testing (Bayer Report No. 75913), 0.4 mL in 1 mL
tubes x 4-tube blister semor testing (Bayer Report No. 75914), 0.4 mL in
I mL tubes x 6-tube blister child testing (Bayer Report No. 75915), and
0.4 mL in I mL tubes x 6-tube blister senior testing (Bayer Report

No. 75916) — are induded with the Advantage® Plus 9 for Cats and
Kittens application, but they also support the registration of’ Advantage®
Plus 10 for Dogs and Puppies.

XemoiijtAdvantzgePlusSubmission/EPA AdvantagePius2007Mar das iurdoc
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Mr. Tom Harris Page 7
Document Processing ! « (REGFEE) March &, 200/
Office of Pesticide Programs (7504P)

U.S. Environmental Protection A gency

I hope this overview cover letter is helpful in processing the attached
apphications. If you have any questions, please do not hesitate to call me
at (013) 268-2751.

Sincerely,

ﬁf%f %xmd’m_ ’l%’r’ chj }q_s Sﬁ? j') kff”

Douglas A. Spilker. Ph.. D.
Manager, EPA Regulatory Affairs

Doug, Spilker b@Baver.com

DAS/t

Enclosures

X:mottifAdvantagePlusSubmission/EPA AdvantagePhis2007Mar das lir.doc
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Transmittal Document

Name and Address of Submitter
Bayer HealthCare LL.C

Animal Health Division

Box 390

Shawnee Mission, Kansas 66201-0390

\—1(7:-. f W?@%Mm ‘FCJ(’ 0303]45 §Fﬂ”§€’!"

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which this Package 18 Submitted
Data submitted to support proposed label clalm for Advantage® Plus 55 for Dogs
(EPA File Symbol 11556-RET) .
3. Transmittal Date o
March 8, 2007
4, List of Submitted Studies:
MRID No.  Volume
47089201 1 - "Child-Resistant Packaging (CRP) Child Panel Test of
4 x 2.5 mL, Advantage® Plus Blisters for Dogs,”
40 CFR Part 157.20 and 16 CFR Part 1700.20, Bayer
Report No. 75905, L. M. Dixon, 58 p.
47089202 2 - “Child-Resistant Packaging (CRP) Senior Adult Panel
Test of 4 x 2.5 ml. Advantage® Plus PVC Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
Bayer Report No. 75906, L. M. Dixon, 241 p.
47088203 3 «Chjld-Resistant Packaging (CRP) Child Panel Test of
6 x 2.5 ml Advantage® Plus for Dogs,” 40 CFR
Part 157.20 and 16 CFR Part 1700.20, Bayer Report
No. 75907, L. M. Dixon, 57 p.
47088204 4 - “Child-Resistant Packaging (CRP) Senior Adult Panel
Test of 6 x 2.5 mL Advantage® Plus PVC Blisters for
Dogs,” 40 CFR Part 157.20 and 16 CFR Part 1700.20,
Bayer Report No. 75908, L. M. Dixon, 238 p.
Pagelof 1
xwmoiijfepadoc/transmittal2007MarAdvantagePlus35.doc 03/06/07
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Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S, Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive
Arlington, VA 22202-4501

Attachments:
Letter to Mr. Tom Harris

Application for Pesticide Registration — Advantage Plus 9 for Cats
5 copies draft label 4-pack
5 copies draft labe] 6-pack
I copy Letter of Authorization from MGK
1 copy Letter of Authorization from Bayer
1 copy data matrix
1 copy public data matrix
2 copies Confidential Statement of Formula
3 copies data transmittal document
3 copies Bayer Report No. 75922 (Acute Oral Toxicity)
3 copies Bayer Report No. 75120 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 75120-1 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 75190 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 75190-1 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 75191 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No.75191-1 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 75913 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75914 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75915 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75916 (Child Resistant Packaging Study)

Application for Pesticide Registration — Advantage Plus 18 for Cats ~ seeses  os' o3
5 copies draft label 4-pack 3 4 °
5 copies draft labe] 6-pack ' ses000
2 copies Confidential Statement of Formmula | Tes® s ee,
1 copy Letter of Authorization from MGK S-S el
1 copy Letter of Authorization from Bayer : o000’ seen

X:moiii/AdvantagePlusSubmission/EPA AdvantagePius2007Mar das hr.doc
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Application for Pesticide Registration ~ Advantage Plus 10 for Dogs =

5 copies draft label 4-pack

5 copies draft label 6-pack

1 copy Letter of Authorization from MGK

1 copy Letter of Authorization from Bayer

1 copy data matrix '

1 copy public data matrix

2 copies of Confidential Statement of Formula
3 copies data transmitta] docuoment

Application for Pesticide Registration ~ Advantage Plus 20 for Dogs

5 copies draft label 4-pack

5 copies draft label 6-pack

1 copy Letter of Authorization from MGK

1 copy Letter of Authorization from Bayer

2 copies Confidential Statement of Formula

3 copies Bayer Report No. 75897 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75898 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75893 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75894 (Child Resistant Packaging Study)

Application for Pesticide Registration — Advantage Plus 55 for Dogs

5 copies draft label 4-pack

5 copies draft label 6-pack

2 copies of Confidential Statement of Formula
1 copy Letter of Authorization from MGK

1 copy Letter of Authorization from Bayer ,
3 copies Bayer Report No. 75905 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75906 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75907 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75908 (Child Resistant Packaging Study)

Application for Pesticide Registration — Advantage Plus 100 for Dogs s 0
5 copies draft label 4-pack e
5 copies draft label 6-pack veson
2 copies Confidential Statement of Formula R

1 copy Letter of Authorization from MGK
1 copy Letter of Authorization from Bayer
3 copies Bayer Report No. 75909 (Child Resistant Packaging Study)
3 copies Bayer Report No. 75910 (Child Resistant Packaging Study)

3 copies Bayer Report No. 75911 (Child Resistant Packaging Study)

3 copies Bayer Report No. 75912 (Child Resistant Packaging Study)

Kzmosii/AdvantagePlusSubmission/EPA AdvantagePius2007Mar das Itr.doc
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Form Agproved OMB Nos. 2070-0060; 2070-0057; 2070-0107; 2070-0122; 2070-0%64

o UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
{gﬂ 1200 Pennsylvania Avenue, N.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this coltection of information is esrimated to average 1.25 hours per responss for registration
and 0.25 hours per response for reregistration and special review activities, including time for reading the instructions and completing the necessary fonms. Send
commments regarding burden estimate or any other aspect of this collection of information, including suggestions for reducing the burden to: Director, Collection
Strategies Division {2822T), 1.5, Environmenital Protection Agency, 1200 Peansyhvania Avenue, N.W., Washingion, DC 20460, Do not send the completed fom
10 this address.

% Certificalion with Respect to Cilation of Daia
Applicanl's/Reqistrant's Name, Address, and Telephone Number EPA. Regislration NumberfFile Symbot
Bayer HeallhCare LLC, Antmal Health Div, POB 390, Shawnee Misslon, KS 66201 (913-268-2751) 11556-REI
Active Ingredienlts) andfor representalive tes! comoaundfs) Dale
pyriproxylen, imidacloprid September 14, 2007
General Use Pattemi(s) {list all those claimed for lhis product using 40 GFR Part 158) Producl Name
tndoor, Non-food Advanlage Plus 10 for Dogs

NOTE: If your producl is a 10056 repackaging of ancther purchased EPA-regislered produci labeled for all the same uses on your label, you do nol need to
submil this form. You musl submil the Formulaler's Exemplion Stelement (EPA Form 8570-27).

| am responding 10 a Dala-Cali-In Nolice, and have included with this form a list of companles senl offers of compensalion {lhe Data Matrix forr should
D be used for this purposel.

SECTION t: METHOD OF DATA SUPPORT (Check one melhed only)

L am using the cite-zll method of support, and have included wilh 1his formn | am using lhe seleclive method of support (or cile-all option

a lisl ol companies senl offers of compensation (the Dala Matrix form urder the selective method), and have included with this form 2

F should be used for this purpase). compleled tisl of data requiremenls {lhe Dale Malrix form musl be
used),

SECTIDN tI: GENERAL OFFER TO PAY

[Required if using Lhe cile-all method of when using the cile-all oplion under the selective method 1o sallsfy one or more dala reguirements)

Lhereby offer and agree 10 pay compansalion, 1o ether persons, wilh regard to the approval of this appllcalion, o the extenl required by FIFRA.

SECTION Ill: CERTIFICATION

| certify thal Lhis application for registration, this form for rereglslralion, or thls Dala-Call-In response is supported by all dala submitted or cited in the
application for regislralion, 1he form for reregistration, or the Dala-Call-In tesponse. In addition, if the cile-all option or cite-all option under the selective method is
indicated in Section |, this applicalion is supported by all dala in the Agency’s fies thal {1) concem 1he properties or effects of this producl or an identical or
subslantially similar preduct, or one or more of the ingredients in this product; and {2} is 2 type of data thal would be required 1o be submitted under (he data
g requirements in effecl on the dale of approval of this applicalion if the applicalion soughl the inilial registration of & product of identical or similar composition and
uses .

| centify thal for each exclusive use sy ciled in support of 1his segistralion or reregistration, thal t am the original dala submiler or that | kave cblained
the wiitten permission of the original data submitter 1o cile that sludy.

| certify thal for each study ciled in supporl of this regislration or reregistration 1hat is nol an exclusive use study, either: {a) | am the original data
submiller; (b} | have obtained the permission of the original dala submitler 1o use the sludy it support of this application; {c) all periods of ligibllity for
compensation have expired for lhe study; (g} the sludy is in the public teralure; or () t have notified In witing the company thal submitled the study and have
offered (1) 10 pay compensalion to the extent required by sections e} 1)F} andfor 3(cX2)(B) of FIFRA; ang {ji) lo commence negotialions lo determine he
amounl and lerms of compensalion, if any, 10 be paid for ihe use of the sludy.

t ceriify thal in all instances where an offer of compensation 1s required, copies of all offers to pay compensation and evidence of their delivery In
accordance wilh sections 3{c){1XF) andfor 3{c){2){B) of FIFRA are available and will be submitted to the Agancy upon requesl. Should | fail {o produce such
evidence fo the Agency upon requesl, | understand thal Ihe Agency may initiale action lo deny, cancel or suspend the registration of my product in conformily with
FIFRA.

t certify that the stalements ! have made on this form and all attachments 10 it are true, accurate, and complete. | acknowledge thal any
knowlngly false or mis] dmg statement may be punlshabte by fine or Impsisonment or both under applicable law.

Signature Z Dale Typed or Prinled Name and Title
| 09/14/2007 Douglas A. Spliker, EPA Reg. Affairs Manager

EPA Form 8570-34 (1@03} Electronic ang Fﬁér versions available. Submit only Paper version.

274



*Product ingredient source information may be entitled to confidential treatment*

1

Form approved, OMB Ne. 2070-0060, 2070-0057, 2070-0107, 2070-0122, 2070-0164.

United Stales
Environmentat Protection Agency
Washinglon, DC 20460
Formuiator's Exemption Statement
40 CFR 152.85)

Applicant's Mame and Address EPA File SymbaliRegistralion Number
Bayer HealthCare [LLC 11556-REL
Animal Health Division Product Name
P.0. Box 390 Advantage Plus 10 for Dogs

Shawnee Mission, KS 66201
? Date of Canfidentlal Statement of Formula (EFA Form 8570-4)

03/08/2007

As an aulharized represeniative of the applicant for registration of the product identified above, | cerlify thal:

{1) This product conlains the following active ingredient(s):

pyriproxyfen
imidacloprid (not citing Formulator’s Exemption for this active ingredient)

{2) Ofthese, each aclive ingredient listed in paragraph {4) is presenl solely as the result of the use of thal aclive Ingredient in the manufachuring,
formulation or repackaging ancther product which conlains thal active ingredienl which is regislered under FIFRA Section 3, is purchased by
us from anclher parsan and meets lhe requirements of 40 CFR seclion 156.50{e)(2) or (3}.

{3) Indicale by checking (A} or {B) below which paragraph applies:

1 (A) An accurale Confidential Stalement of Formula (EPA FORM B570-4} for ihe abave ideniified product s atlached lo this statement.
Thal formula sialement indicales, by company hame, regisiration number, and product name, the source of the active Ingredlent(s) lisled in
paragraph (1).
OR

71 (B) The Confidential Sialemenl of Formula (CSF)(EPA Form 8570-4) referenced above and on Tile with the EPA is complele, current, an
accurate and conlains the informallon required on the curreni CSF.

{4) The following aclive ingredients in this product qualify for the formulalor's exemplion.

Source

Aclive Ingredient Product Name Registration Number

pyriproryfen I ]

Sign Name and Title Dale
M M D.A. Spilker, EPA Reg. Affairs Mgr. | 09/14/2007

EPA Foimy8570-27 (Re -2004) Copy 1-EPA
Copy 2 - Applicant copy

275



e Lo X g - Ll : : g Approved OMB:No, 2070—0060
;PEPWOTR Reduﬂlo“ At Nﬁﬂﬂﬂv Czlllbilc rcpomngburdm for tl.ns coHcclton oﬁmfon‘nahm 15 estlma]ed toaverachQS “hours per respense for registralion activities ind, 025 lours per tésponse -
_for information. inchiding suggeslions for reduciog tﬁcburdm to: Dmactor. OPPE infonnatwoMmgment Dmswn {213,105, Environmentai Prolection Agency, 401 M Street, S:W., Washington, DC
.20460 Donot smd thc form]o theaddrcss ) .
N et L.'-Z.L' IR DATAMATRIX o .
Da]er_S_(:ptg;iber-l.ﬂi,fZDO? O ER S _EpAnegﬂq.mllesypbolzg 11556-REY, 11556-REL. 'page.l_'orl.l
ST e e e e e T llSSG-REI‘ llSSG-RGN :
- Bayer HealthCare LLC. T L [ Broduct Admntagc@?luslo forDogs =~ L o Ingredient: Imidacioprid, GAS = 138261413
-Animal Héalh DEWSIQT!\ .. R ) - T e ) B LAdmmgc@PhlszoforDogs ‘ . o oo o
PO.Box 390 - ' LootE o | s s DeAdVantage®PlUs SSfor Dogs T : .. Pyriproxyfen; CAS =95737-68-1
_,smme-mlssmxs 6620L-0390 - - _ .Aabanmge@-musmoforoogs T R '
) S R L | Nots - ) . ) -
"_Guldellne - GuldellneStudy,Name CEIEE LT W L MRIDL Submmer Status ‘chort,Niimbtr‘_?' - “Desoription
-Refererico. ., L. L T o |"Numbee. o - BN ST IAAC : )
Numbge - T IR PR TREers R R R '
Product Chemistry, Section 158,240
42055302 264 PER BR 1759 (TGAD
43306001 264 PER BR 1879 (TGAD
61-1 Chernicaf identity 42256302 264 PER BR 1766 {Formuialion)
42055302 264 PER BR 1759 {TGAL)
43306001 264 PER BR 1879 (FGAL
42270801 264 PER. BR. 17835 (TGAL
61-2 Statement of Composition 42256302 264 PER | BR 1766 (Formulation)
42055302 264 PER BR 1759 (TGAT)
613 Formation of impurities 42256302 264 PER | BR 1766 (Formulation)
) 42055303 2604 PER. BR 1760 {TGAT)
43306002 264 PER BR 1830 {TGAL}
42270802 264 PER BR 1736 {TGAD)
62-1 Preliminary analysis 42256302 264 PER | BR 1766 {FormulaJion)
42055303 264 PER BR 1760 {TGAI)
. 43306002 264 PER BR 1880 (TGAL)
622 Certilication of fimits 42256302 264 PER BR t766 {Formulation)
) 42055303 264 PER BR 1760 {TGAD
43213001 264 PER BR 1874 {TGAL)
43306002 264 PER BR 1880 {TGAD
42256302 264 PER BR 1766 (Formulalion)
Submitted with application for Advantage Plus 9 for
623 Anaiytical methad 4509690t 11556 OWN | Report No. 75130 Cats

x:moiiifEPA datamatrix/AdvantagePlusDogs 2007 Sept 14.doc
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UNTIIED ST}\'IIES ENVIROWEN’[‘AL P TECTION AGENCY el :
. 40iMStreet SW' - : R
. e, s _ . . Appmved OMB No. 20?0—(}060 -
Papmoﬂ:Rcducnon Act‘Nottce «Tlrc pubhc mportmg bundeu formsm‘ﬂect:on ofmfomahon is uslmmtcd to avcragc G 23 hoirs permpcnscfar registration aclivities and .025 fours per résponse
®r information, inclading supgestions for rctil.icmg the burd’cn to: D:rﬂ:lor OPPE Information. Managemenl Division (2137); U8, Environmental Protoction Agency, 401 M Street, 5.W., Washington, DC
20460. Donot SE:I]d thc form to! thcaddm;s - -
" ‘13""" - -_3. . - DATAMATRIX - .- . .
Dale: Sep'té_mbér- 13; 2007 N "~ | EPARegNoJFileSymbol::  11556-REL {IS56REL- | PageZolll
: _ C ST .. 11556RET, lISSG—RGN R
BayerHealthCare LLC  ° ~7 . N : Product: ' Advantage® Plug 10 foe Dags - © e ‘Tngredient: Imidacloprid, CAS = 138261413
Animal'Health Division i Advantage® Plus 30 for Dogs . ' - - :
- P.O. Box 390 ' Advantage®Plos §5 for Dogs  ~ - - 1 ' Pyriproxyfen, CAS = 95737-68:1
“Stusmés ission, K 62010350 - £ Advanago®Plus 100frDogs T : _
S ST oI o _ : |.Note ]
g:tl'g“::l: _ -Guxcl;e;lmje_S_tj{:dxf-a!g?;.- A %iﬁibner . Submilter { ?tatus chortNumber - _-Des'criptiu?'m
Number T e T o . . 1 ) Lo
42055304 264 PER BR 1761 (TGAI} ‘
63-1 Chemical and Physical Properties 42256302 264 PER BR 1766 (Formulation)
42055304 264 PER BR 1761 (TGAD)
632 Appearanee 42256302 264 PER BR 1766 (Formniation)}
42055304 264 PER | BR 1761 {TGAl}
63-3 Physical state 42256302 264 PER | BR 1766 (Formulation)
42055304 264 PER BR 1761 {TGAI)}
63-1 Odor 42256302 264 PER BR 1766 (Formulation)
835 Melting point 42055304 264 PER | BR 1761 (TGAI)
636 Boiling point 42055304 264 PER | BR I761(TGAI
42055304 264 PER BR 1761 {TGAD
63-7 Density 43336302 264 PER BR 1761 (Formulation)
63-8 Solubility 42055304 264 PER | BR 1761 (TGAl}
639 Vapor pressute ' 42055304 264 PER BR 1761 (TGAD}
63-10 Dissociation constant N.A . - Does not dissociate
63-11 Octanol / water partition 42055304 264 PER BR 1761 {TGAD
42055304 264 PER BR 1761 {TGAI)
63-12 pH 42256302 264 PER | BR 1766 (Formulation)
63-13 Slabilily 42055304 264 PER BR 1761 (TGAID}
63-14 Oxidizing / reducing action 264 PER N.A. - No oxidalive or reductive characteristics
63-15 Flammabitity 42055304 264 PER BR 1761 {TGAI)
63-16 Explodability " 42055304 264 PER BR 1761 {TGAl)

x:moiiy/EPAdatamatrix/AdvantagePlusDogs 2007 Sept 14.doc
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B UNITED STATES ENVIRONMENTAIJ’R:"
S _ 40T M:Street, SV, -
= R WASHINGTON B 20460 Rm_

Approved OMEB No. 2070-0060

Papetwork Rcducnon Al:LNot:cc 'I]m pubharepoﬁ:ngburdm t'orﬂ'us oqllect:onof mfonnatlm is mt:maled to avcrage 0.25 Imms per response for repistration activities and 025 hours per-réspose

20460 Do niot: sencl the: fonn toy thc addrcss

for information, including suggestions for rcducmg e burden for Director, OPPE lofonnation Management’ Division {2137), U:S. Environmental Protection Agency, 401 M Street, S:W., Washington, 3.4

TDATAMATRIX - T
'D::te:.Septet"r_lbcr 14,2007 ) EPA chN_bJF_iIeS_')_?mbjol: 11556-REL, 11556-REL Page3 of 11
: - - - 11556:RET, 11556-RGN
Bayer HcaithCamll.C Product. Advaniage® Plus 10.for Dogs -| Ingredient: Imidacloprid, CAS = 138261-41-3
_ Aniirial Health- Dmswn - ;" : - . Advantage® Plus 20. for Dogs : .
.0, Box 390 : Advintage® Phis 55 for Dogs Pyriproxyfen, CAS = 95737681
-Shawngs Mission, XS 662010390 R Adwmag@‘l’lus 100.foc Dugs* . e
o _ Tl i R | Noe
ﬁe“}ff;’;f, . -_-:_G?lddmc Study Name - - --ng;Eer ’ 3 Subrmtter Status N Report Number Descriptioﬁ
42055304 264 PER BR 1761 (TGAlL)

63-17 Storage stability 42256302 264 PER BR 1766 (Formulation}

63-18 Viscosity 264 PER N.A. - Solid

63-19 Miscibility 264 PER N.A. - Solid

S 42055304 264 PER Br 1761 (TGAI}

6320 Corrosion characteristics 42256302 264 PER BR 1766 (Formulation}

6321 Bielectric breakdown volt N.A.- Solid

64-t Submittal of samples Samples available uptn request

Product Chemistry: 1demity, Composition, Submited with application for Advaniage Plus 9 for
430-Group A Analysis 45096902 11556 OWN Report No. 75133 Cats o
. Report Mo, 75132 Submitted with application for Advantage Plus 9 for
830-Group B Product Chemistry: Physical/Chemical Propertics 45096903 11556 OWN Cats

Wildlifc and Aquatic Organisms, Seetion 158.490

71-1 Acute avian oral - guailiduck N.A,
T1-2(a} Avian dietary - guail N.A
120b) Avian distary - duck N.A

71-3 Wild manmal toxicity N.A,
F1-d(z) Avian reproduction - quail N.A,
T1-4(k) Avian reproduction — duck N.A.

71-5 Simulated or actual field study N.A.
F2-1(a) Fish toxicity - bluegill N.A.
72.1(b) Fish toxicity blucgill - tep N.A.
72:2(2) Invertebrate toxicity - Daphnia N4,

x:moiij/EP Adatamatrix/AdvantagePlusDogs 2007 Sept t4,dec
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; - - - e : ) Appmvecl OMBE No. 2070%60
' Papcrwoﬂ:Reductwn Acl No!m ‘Ihc pubtnc reporimgburdm for:this coltectl' irxfonnauon iy fsmnaled 1o dvérage, 25 Ticats perresponsc for registration activities and 025 howrs per response.
for information, including supgestions for mdumngﬂ:cburdml _Dtrector O'PPE Informatioo Managmnent Division {2137), US. Emnmnmcntal FProtection Avency 401 M Strest, 5.W., Washmgton,
| 20460, Do not seud the form o the addtms - _
' S s o e T 'm_tm_MA_’rm_x._ o -
' Dalc. Septcmber 14 3007 e T - : E';?.A Reg;qul_csyﬁiuo[;_ - -11556-REL, | 1556-REL, Page 4 of 11
- Coee . T ' . 11556-RET, llSSG—RGN L . L .
BayerHealthCamHE - oo T T Protietit Advantage® Plus 10.for Dogs ! . ' Ingredient: Imidacloprid, CAS = [38261-41-3
Al Health Division - © T T L Advantige® Plus 20 for Do - SR _
;0 Box 390 ' S Lt R Tk Advaotage® Plus 55°Tor Dogs . T Pyriproxyfen, CAS =95737.68-1
- lawnca MlSS‘IUIII,KS 65201—0390 L o N E '""Advantage@ Plus 100 for Dogs Lo : .
' T T _ - Note - i :
..Guldc.hnd GulddmeStud}' N:’tmc : L "MRID _ i '_S_ubmittcr Z'Slalus-' Report Number : i Deseription .
.Rcferen,ce' Il <o v o] Number: L . : - .
Numiber;. 5 - R i ~ ' '
72-2(b) Invertebrate toxicity - Amphipods N.A.
72-2{c) Acute aquatic invertebrate toxicity - Chizonomids N.A,
72-3[a) Estuarine/ manne loxicity - fish N.A.
T72-3(b) Estuarine / marine toxicity - mollusk N.A.
72-3{c) Estuarine/marine toxicity - shrimp M.A.
72-4(a) Early life stage - fish NA.
72-4(b) Life cyclc invertebrate N.A.
727 Simulated or acteal field study MN.A,
None Foliar hatf-life and distributian for potatoes N.A
Runoff and Erosion predictions for :
None apple/potatolcotton WA
Noue Risk assessment for apple/potato/cotton N.A,
None PELMO Modeling - sugarbeet/Germany . N.A.
Toxicology, Section 158.340
42055331 264 PER | Report No, 100040 (TGAI)
42256313 264 PER | Report No. 100010 (2 B)
43428201 264 PER Report No. 106380 (1.6 )
43679601 11556 OWN | Report No. 74585 (AdY) —
Submitted with application for Advantage Plus 9 for
45096904 11556 OWN | Report No. 75195 {Adv Plus) Cats
Report No. 75922 (Adv Plus) Submitted with application for Advantage Flus & for
81-1 Acute oral toxielty rat 4708941 [ 11556 QOWN Cats

X:moliifEPAdatamatrix/AdvantagePlusDogs 2007 Sept 14.doc
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Approvccl OMS .No, 2070-0060

'Paperworl.. Rcducuon Ar.t l\otlce Thc pubkc::cportmg rdm“'forthls co!iecnon of’ mfmmat:on is: esumaletl te avcmge {18 25 hours pm- response i'or“rcgistranonaanUe; and 025 hours perresponse
for information, inchuding suggestions for reducmg thc bu:dcn to; Diréctor, OPPE Information Management Division (2137}, Us! Envlronmcmal}‘miecmn Agency, 401- M Street, W, Washington, DC
.20460 Do not send 1he form 1o thcaddress. I _ .

DATA MATRIX

Dazcxsﬁepzmbcr 14,.20_'0'_'1' S mt

'EPAch.Nomlcsmbul: 11556RE], 1'15‘55:REL'
l!SSG—RET JISSG-RGN

Page 5 of T1

BayerAealliCare 116~ v

T o N Product‘ Advantage@ Pius'10 forDogs, ™ - : Ingredient: Imidacloprid, CAS = 138261413
- Aniial Tealthy’ Dmsmn LT e PR © Advaniage® Phus20 for Dogs® . :
2.0, Box 390 oS TR -::Advantage® Plus 55 for Dogs:, Pyriproxyfen, CAS = 95737-68-1
.Shawnes M.ISSI{m KS 662 t-039{J L ) Mm@pm 100.focTogs = . - L -
o it e . ’ : ol Noze - e
_ gg;::euq':e::' .- mbner Submitter - Status” chort‘ Numbnr ’ N Description
Number- e TR [
42055332 264 PER | Report No. 100041 (TGAR)
42256315 264 PER | ReportNo. 160002 2 B
43428201 264 PER. | Report No. 106380 (1.6 P)
4379602 11556 OWN | Report No. 74584 (Adv)
! : Submitted with application for Advantage Plus 9 for
812 Acute dermal toxicity, mt/rabbit 45096905 11556 OWN Report No. 75156 Cas
42055333 264 PER Report No. 99806 (TGAY)
42286101 264 PER | Report No. 998061 (TGAI)
42256317 264 PER | ReportNo. 100012 {2 F)
43428201 264 PER | ReportNo. 106380 (1.6 F)
43679603 11556 OWN | Report No. 74585 (Adv)
Submitted with application for Advantage Plus 9 for
81-3 Acute inhalation toxicity, rat 45096906 11556 OWN | Report No. 75197 (Adv Plus) Cats
42055334 264 PER | Report No. 99679 (TGAD
42256319 264 PER | ReportNo. 998152 B
43428201 264 PER | Report No. 106380 (L6 P)
43428201 264 PER | Report No. 106380 (16D
43679604 11556 OWN | Report No, 74588 (Adv)
Primary eye irritation - mbbit Submitted with application for Advantage Plus 9 for
814 ' 45096907 11556 OWN | Report MNo. 75199 (Adv Plus) Cats

x:moiil/EPAdatamatrix/AdvantagePlusDogs 2007 Sept 14.doc
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A ot e Appm\fed OM.B No. 20700060
Pape:wo‘rk Reduf:nfm. Act otice:-The ; publmrcportmgburdm for‘th;s wlfectmn of 1nformatum iy Estimated: a\re:‘age 025 hcm's per response for egistration activities and 025 hours pér response '
for information, includingSigeestions for reducmg the burifen to’Dlractor. OPPE Information Manancmc:rt'Dmsm @137, U, Bmmnmentai Protection Auency, 40| M-Sireet, S.W., Washingion, DC
20460 Do not bend thu t’onn [ thc addr&;s ) ) N )
S N “DATA 'MATRIX ]
‘Défé:‘fsz:pldhhcl: .Lai;;zoo-'f_'-?'- I ‘EBA Reg NoJFilcS}mhol 11556-REl, 11S56-REL -. | Pagcéof 11
DR R 1[556-REI‘11556—RGN - . _
'Bayenﬂmltham LLC - T = Pmdur:t. Admlage@?lus i fm‘Do,;,s . Ingredient: Imidacloprid, CAS = 138261-413
. gigmBﬁL E%l{ghnwflou I . - 77 Advantage® Plus 20 for Dogs ) '
'Shawnequss&G‘n Ks’ eszomsgo : ﬁg::ﬁggg fg g‘}waggsgs Psmiproyfen, CAS = 95737.68
:E:;::::::; | :?F"_‘!°‘f-9!=fswdﬂ*--r-{° fymio - swmite | s oo “Descripiion
Number - - ! S
42055335 264 PER Report Mo, $9804 (TGAL)
42256321 264 PER Report No, 99816 (2 F)
43428201 264 PER Report No, 10@_18-0 [(K:33]
43679605 11556 OWN Report No. 74586 (Adv)
Subrmitted with application for Advantage Plus ¢ for
81-5 Primary dermal irritation - rabbit 45096908 11356 OWN | Repert No. 75200 (Adv Plus) Cats
42055336 264 PER Report No. 99800 (TGAl)
42256323 264 PER | ReportNo. 160003 (2 F)
43428201 264 PER | Repost No. 106320 (L6 F)
43679606 11556 OWN Report No. 74587 (Adv) o
Submitted with application for Advantage Plus 9 for
81-6 Dermal sensitization - guinea pig 45096909 11556 OWN | Report No, 75201 (Adv Plus) Cats
43170301 264 PER Report No. 106348
§1-8185) Acute neurctoxicity 43285801 264 PER Report No. 106345-1
82.-1(a) 90-day Feading - rodent 42256327 264 PER Report No. 100036
22-1(b) 90-day feeding - non-rodent 42256328 264 PER Report No. 100174
222 21-day denmal - rabbit/rit 42256329 264 PER . | Report No. 100688
22-3(b) 90 day neurooxicity - mammal 43286401 264 PER Report No. 106356
42256331 264 PER Report No. 100652
42256332 264 PER Report No. 101931
42256333 264 PER Report No. 102658
83-1(a) Chronic feeding toxicity - rodent 42256334 264 PER | Report No. 99672
$3-1{b) Chronic feeding toxicity - non-rodent 42273002 264 PER Report No. 1060015 "
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401 MSlmel S W,

WASHINGTON DC. 20460Foz'm o

1. Approved OMB.No. 207&0060

PapbmorkReducnon Act Nblwe Thc publu: rcpomngbu

20460 Do not- scnd lhe form to: thc addrcss

'foNhlS col]ect!on bflnfomhon is esumafed I average 0.25 hours per response for reglsttmlon aclivities and 025 hours.pér response’
“for informatton, including suggestions: for mdumngthcburdm to‘ Director; OPPE Information Managmml Division (2 I.W) 1.8, Ermmnmentai Protection Agency, 401 M Street, 8.9, Washmgton DC

T DATA MATRIX - _ .
D;m.: Spp:mbeq-14,- 2007 . EPA Rey l\pJI‘iIcSymho_l_:.h  11556-REl -1 1556-REL- Page 7 of 11
BTN S _ * TIS5&RET, lISSS—RGN o
fBaycrHealthCare LG o T Product' Advanlage@?]us 10 for. Dogs, - = . Tngredient: Imidacloprid, CAS = 138261413
-Animal Health' D“'"Slﬂﬂ o '55 - T *"Advanlage® Plus:20 for Dogs '
P.0. Box:390 . - T _Advantage@:l’hlss&for Bogs - Lo Pyriproxyfen, CAS = 95737-68-1
Shawno&Mlsston KS 66201 0390 T B Advantagl:@ Plus 100 for Dogs s S ) .
] T : 5] Nete _
g:fl:re:::cl:f: GuldclmeSludy Namc Lo 1 ?@f::nrggr Suhmitler" Status | R.c_pfo.rt Number [ Description
Number Coe - . i
42256331 264 PER Report No. 100652
42256332 264 PER Report No, 101931
42256333 264 PER Report No. 102653
83-2(a} Oncogenigity - rat 42256334 264 PER, Report Na. 99672
42256335 264 PER Report No. 100693
42256336 264 PER Report Mo, 101929
832(b) Oneogenicity - mouse 42256337 264 PER Report No. 29308
§3-3(a} Developmental toxicity - rt 42256338 264 PER Report No. 98571
$3-3(b} Developmental toxicity - rabbit 42256339 264 PER Report No. 98572
834 Two generalion reproduction - ral 42256340 264 PER Report No. 100647
42256341 264 PER Report No. 101276 -
42256342 264 PER | Report No, 98584
§4-2(a) Gene mutation (ames tes1) 42256343 264 PER Report Wo. 98570
42256344 264 PER Report No. 10002]
42256345 264 PER, Report No, 99262
42256346 264 PER Report No, 99257
42256347 264 PER Report No. 102652
Structutal chromosomal aberration 42256343 264 PER | Report No. 102654
34-2(b) 471256349 264 PER Repott No. 102655
42256350 264 PER Report No. 92676
42256351 264 PER Report No. 101275
42256352 264 PER Report No. 98573
344 Other genotoxic effects 42256353 264 PER. Report No. 102653
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Appmvcd OMB-No. 2070:0060 -

i 'Papcrwo rk.Reducuon Act Notl cet I’he puEllli: .
20160 Do not s-‘md thc fomta ﬁm addrws

ng burdm for tlus"col[ectlon oi' 1nfm'matwn is! mhmated fot avcmgc 0 25 hours POT TRSPONSE forre;glsirauon sctivities and 025 hours per reSponsc o
for information; thcluding suggestions forréducmgthc burdm to: Du-ector, OPFE. Inf'onnatlon Managcmtmt Division {2137),%3:S. Environimental Protection Agency, 401 M Street, S.W,, Washingion, DC

..... o s -, DATAMATRlX . )
Dator September 14. 2007 R £ EPA RggNoqmes_ymbol. 11556-RE], 11556-REL Page & of 11
R L - ' 11356-RET, 11556 RGN . - )
. 'Bajfe'rHcaIthare EC 0 LT . - Product: Adwmtage@ Plus 10 for Dogs . T Ingredient: Imidacloprid,.CAS = 138261413
- Animal Healths Division "_' S-S . Advantage® Plus 20 for Dogs - .
.0 Hox 390 . oL - .. Advantage®Plus 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
X Shawnse Nhsswn,KS 6620 1-0390‘ R = . Advamagc@ Plus-100 foc Dogs ) :
SR S BER - Note N .
glelﬁl'g:;::;:‘ - .Gm‘_d_ellr_le-_Stl_l.ﬁY,Nﬁfq - T _, ‘;fgﬂep _ Szt_ﬂtus.: “Report Numhcr ] T D_u ctiption
Mumbier” L T BTN D :
42256354 264 PER | Report No. 101999
42256355 264 PER | Report MNo. 87264
42256356 264 PER | Report No. 87265
85-1 General metabolism 42256357 264 PER Report No. 102617
23679607 11556 OWN | Repori No. 74580 (Adv) Dogs
43679608 11556 OWN | Report No, 74590 (Agv) Dogs
£70.7200 44099801 11556 OWN | Report No. 74730 (Adv) | Puppics
45097102 11556 OWN | ReporiNe. 75121 (Adv Plns) Dogs
(86-1) Domestic Animal Safety 45097101 11556 OWN Report No. 75119 (Adv Plus) Puppies
43679503 11556 OWN | Report No. 74571 (Adv) Cals
43679504 11556 OWN | Report No, 74581 (Adv) Cats
43679609 11556 OWN | Report No. 74572 (Adv) Dogs
43679610 11556 OWN | Report No. 74541 (Adv) Dogs
X 44256901 11556 OWN | Report No. 74300 (Adv) Specd of flea kill
44256902 11556 OWN | Report No, 4 7828 (Adv) Tarvicidal cificacy
44256903 11556 OWN | Report No. 74792 (Adv) Etlects of shampooing
47109101 11556 OWN Report No, 75867 (K9) Waterproof
45086801 1021 PER | Report No, OT01854 Pyriproxyfen efficacy
45086801 1021 PER Eeport No. OT016-93 Pyriproxyfen efficacy
45086801 1021 PER | Report No. OT006-96 PyTipronyfen cificacy
95-9 Efficacy 47190401 11556 OWN | Report No. 75930 (Advantage) Lice
Plaut Protection, Section
158.540
1222 Aquatic plant growth N.A.
1232 Aqualic plant growth MA.
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. 401 M St SW, - L
: - WASHINGTON DC 20460R:¢ml e
- R L L B . Appmved OMB No, 2070-0060 _
Paperwork Redumnrl Act Notice: The puhlm repomng burden for;this oollecnon ofmf'ormahon is cshmated to average 025 houts per mponsefor registration activilies aid 025 hours per response
for information, including suggestions for reduci ng lhe burdm to Dl.mctor OPPE: Infom‘latlon Managcmmt Bivision (2137), U.S. Edvironmental Protection Agency, 401 M Street, $.W., Washington, BC
20460 Donotscudthefom\ to; thcadrlr(ss ) ] .
- . S o DATA MA’I‘R[X . - . .
Date: _Sf:p_tember 1‘11, 2007 _ . - el F EPA Reg No.r“F;leSymbol. O T1556-REt, llSS‘ﬁ-REL. . Pagedof 11
- - P _ \SSCRET. 11556 RGN - ) :
‘BayerHealmCémlLC ' - ST T mTv e T ] Produets Advanta,ge@Plus 106 Dogs- . . Tngredient: Imidacloprid, CAS = 13826141-3
Animal Hezlth Division . . oo D Advantage® Plus 20, forDogs - ) i )
P00 Box 390 - N Advamage@ Plug 55 for Dogs IR | Pyriproxyfen; CAS = 85737.68.1
Shawrice Mission, KS 6620L~0390 L o Advantagc@l’lus 100 foc Dogs” T L
) Y i T T [ Note T .-1 :
_Guid_ell_nez.' : GutdclmeStudy Name - =, o -MRID -+ § Submitter Status- 1 Report Nurber | Description
Reference. - ) : ©4 -2 .| Nomiber . - N M R
Mamber - i} e L e X ' L '
Non-Target Insects,
Section 158,590
141-1 | Honey bee aente contact N.A.
141.2 Honey bee residue on foliage MN.A
Reeutry Protection,
Section 158390
230236 I Mixer/loaderfapplicator exposure 1 I ) N. A,
Environmeutal Fate,
Section 158,290 X
161-1 Hydrolysis N.A.
161-2 Photodepradation - water ) MA,
tot-3 Photodegradation - soil N.A.
t62-1 Aerobic soit metabotism . | NA
1622 Anerobic soil metabolism N.A.
162-3 Anaercbic aquatic metabolism : N.A.
1631 Leaching / adsorption/desorption N.A
164-1 Terrestrial field dissipation N.A.
163-1 Confined rotational crop ) N.A.
1652 Field rotational crop . N.A.
166-1 Ground water - small prospective N.A.
None Environmental fate summary N.A.
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e

B T UNITED STA’I'ES ENVIRONMENTALPROTECHONAGENCY : :
B " L - 401°M St SIWC : . : . i o
. - WAS}HNGTON DC 2046(}F0rm I -
: S : - e . Approved OMB No. 20700060
PaperworkRaductmn Act Notme The publie repmmgburdm for ths coliéction ofmfonnallon is estimated lo averdge: 025 hcurs per mpﬁnse for registration activities and .023 houss per Feépanse '
for information, including suggestions for reducing the burdcn to: Director, OPPEInfarmatmn Management Division (2137), U.5. Favironmental Proteclion Agency, 401 M Street, $.W,, Washington, DC
20460.. Dcnot send lhe form to the address. ] . .
DATA MATRIX
Date’:-S_eptembct 14;'2007 EPA, -_'R_eé No FileSymbol:  11556-REL 11356-REL Page 100f L1
. . : L ) - . 11556-RET, llSSﬁ-RGN
[ Bayer HealthCars LLC SRS - - Produd - Advantage® Plus 10:for Dogs. - Ingredient: Imidacloprd, CAS = 138261413
l,;u;ngglg:;%hbm_sm _ - ) - _\Advantage@ Plus 20 for Dogs . ’
) : B S ‘ i iproxyfen, CAS =95737-68-1
- Shawnee Mlssum, KS 66201~Q390 B - o . . 4___“-“-'_-. . ig:gﬁgﬁgﬁ?gﬁ;%ﬁ; R Pynp . yieo, ‘_AS
. g:flg:‘;lne Gmflchne Study Name - e gljxﬁger ,Sl:lbl‘lil.l_ﬂ_(ﬂ? | Status | Rep o S Rumber Doseription
Numbser 3 - ST : ] -
Resldue, Section 158,240
171-1(x) Wature of residuc - planis N.A.
171-4(b) Nature of residue - livestock and poultry N.A.
171-4{c) Residue analytical method - plants N.A.
171-4(d) Residuc analytical method - 2aimal N.A.
1714(c) Storage stability N.A.
171-4(3) Magnitude of residues - meat/millk/poultry/egg N.A.
171-4(K) Magnitude of residue - crop ficld trials N.A.
1714 Magnitude of residue - processed food/feed N.A.
1714{m) Method validation/ multiresidue method N.A.,
None Benefits Reports
None Dietary Analysis N.A.
Child-Reesistant Packaging, Section 157
Submitled with Advantage Bius 9 for Cats;
157.20 Standards — Child-Resistant Packaging Testing 47089407 11556 OWN | ReportNo, 75913 0.4 mL/pkiChild
Submitred with Advantage Plus 9 for Cats;
47089408 11556 OWN | ReportNo. 75914 0.4 mL/4pk/ Adult
Submitted with Advantage Plus 9 for Cats;
47089409 11556 OWN | Report Mo, 75915 0.4 mUgpk/Child
Submitied with Advantage Plus 9 for Cals;
47039410 11556 OWN | Report No. 75916 0.4 mL/6pk/Aduh
Submittad wilh Advantage Plus 20 for Dogs:
47089103 11556 OWN ] Report No. 75897 1.0 mL/4pk/Chitd
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U‘NTIED STA'I'ES ENVI‘RONMENTAL PRO'I'E.CTION AGENCY
“#01 M:Stieet, SV, : . .
WASHINGT ON D C ; 0460 Foxm . -
: Approved OMB No..2070-0060 -

Papczwork Reduchoa Agr Noncc ’T‘hc pubhc rcpoﬂmgburdm for tlis co]lcct:on of mfonhatlon is mnmatcd 1o’ avemge (1) 25 “hours per r&sponse for repistration aclivities and .025 hours perresponse:
for informmation, including supgestions for reducing the burlen to:Direttor, OPPE Information Managcmcnt Division -2 137), Us. Bmmnmemal Protection Agency, 401 M Street, 3.W,, Washingion, DC
20460 Do not scnd the form to the address.

DATA' I\'IATR_IX . o . . - :
Date: September 14,2007 EPA-Rég'NoJFiIc Symbol: . 11556-REL 11556-REL | “Page 11 of 11
- ST : LLSSGRET, [1556 RGN _ .
Bayer HeafhCard TLC N Pmduct. ; Admntagn@ Plos 10 for'Dags” : Ingredient: Imidacloprid; CAS = 138261-41-3-
Amimal Health Division } ) _ _ - Advantage® Plis:20-for Dogs * : .
P.O.Box390 - T S Advantage® Blus 55 for Dogs ¢ Pyriproxyfen, CAS = 95737-68-1
: ShawneeMlssmn,KS 65201-0390 oo N A e : “iad Admntage@ Plus 100°for. Dogs o
— T TET TNote ____
g:;;zl::z __G'uldelu:u:: Stu.dy Nam&- - . _ mgﬂ B X Subrmtter "-:Sltatu_'s_ - RE_PQI‘f-N_uf_nﬁ o Description
. Number - T - g0 TR . .o
Submiied wilh Advantage Plus 20 for Dogs;
47089104 1556 OWN | ReportNe. 75898 1.0 mU4pkiAdult
Submitted with Advantage Plus 20 for Dogs;
47089101 11556 OWN | Report No. 75893 1.0 mL/6pk/Child
) Submitted with Advantage Plus 20 for Cats;
47082102 11556 OWN | Report No. 75894 1.0 mU/Gpk/Adult
Submitted with Advantage Plus 55 for Dogs;
47089201 11556 OWN Report No. 75905 2.5 mLAPK/Chid
Submitted with Advantage Plus 55 for Dogs;
47089202 11556 OWN Report No. 75906 2.5 mL/APK/Aduk
Submitted with Advantage Plus 55 for Dogs;
47089203 11556 OWN Report No. 75907 2.5 mL/GPE/ChRild
. Submirled with Advantage Plus 55 for Dogs;
47039204 11556 OWN Report No. 75908 2.5 mL/GPK/ Adult
Submitted with Advantage Plus 100 for Dogs;
47089301 t1556 OWN Report Mo, 75909 4.0 mLA4PK/Child
Submitted with Advantage Plas 100 for Dogs,
47089302 11556 OWN Report No. 75910 4,0 mLMPESAdult
Submitted with Advantage Plos 100 for Dogs;
47039303 11556 OWN Report No. 75911 4.0 mL/6PK/Child
Submitted with Advaniage Plus 100 for Dogs;
47089304 11556 OWN Report No. 75912 4.0 mL/GPKSAdult

774 /M

Douglas A. Spilker
Manager, EPA Regulatory Affairs

September 14, 2007
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Strect, 5. W.

WASHINGTON, D.C. 20460-Form

Approved OMB No. 2070-0060

20460, Do not send the form to the address.

Paperwork. Reducllon At Notics: The public reportitig burden for this collection of information'is-estimated-to avcragc 0,25 hours per res;:onse for ropistration activitics and 025 hours per response
for information, including suggéstions for reducing the burden to: Diveclor, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, DC

xR Adatzmatrin/K9AdvanlixDogs2007 AuglS.doc

T DATA MATRIX
Date: August 15, 2007 "I EPA Reg NoFile Symbol: 11556132, 11556-135 Page 1 of 10
11556-133, 11556-134
Bayer Health Care, LIC Prodnct: K9 Advantix® 10 for Dogs Ingredients Imidacloprid, CAS = 138261-41-3
Animal Health Division KS Advantix® 20 for Dogs
P.O. Box 398 . K9 Advantie® 55 for Dops Permethrin, CAS = 52645-53-1
Shawnee Mission, K5 66201.-0390 K9 Advantix® 100 for Dogs
- e » Note
g:;g::::; Guideline Study Name li;zrg:lger Submitter Status Report Number Descriptton
Number
3125 PER.
3125 PER .
3125 PER
3125 PER
3125 PER
3125 PER
) 3125 PER [
) 3125 PER
3125 PER
; 3125 PER
B 3125 PER
. v 3izs PER
e 3125 PER
b 3125 PER
3125 PER
3125 PER
= 3123 PER
. g 3128 PER
,.:__ - ) 3125 PER
= - 3125 PER
11556 OWN

081152007
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o

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 5. W,
WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

Paperwork Reducnon Act Notiee: The public reporting burden for tlns colicetion of information is estimated to average 0. 25 hours per response for registration activilics and .25 }ours per response

for information, including suggestions for reducing the burden fo: Director, OPPE Information Management Division (2137), U.S. Eovironments) Protection Agency, 401 M Street, S.W., Washington, DC
20460, Do not send the forma to the address.

DATA MATRIX

Date: August 15, 2007

EPA Reg NoJFile Symbol

11556-132, 11556-135
11556-133, 11556134

Page 2 0f 10

Bayer Health Care, LLC

Product: K9 Advantix® 10 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Animat Hezlth Division K9 Advantix® 20 for Dogs
P.O. Box 39‘0 ) KO Advantix® 55 for Dogs Permcthrin, CAS = 52645-53-1
Shawnec: iission, KS 66201-0350 K9 Advantix® 100 for Dogs
o L . Nole
g:;;i:;:ii Guideline Study Name g&:n:[l?er Submitter | Statns Report Number Deseription
Nomber
' 3125 PER
o 3125 PER, -
3125 PER
- - 3125 PER
3125 PER
3125 PER
. 3125 PER
3128 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER -
3125 PER
3125 PER
3i25 PER.
g ) 3125 PER
3125 PER RS
3123 PER

wmoi/EP Adataman /K AdvantixDops2007Aug 1 5.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 5. W.
WASHINGTON, D.C. 20460 Form ~ .

Approved OMB No. 2070-0060

20460G. Do not send the form o the address.

Paperwork Keduction Act Notice: The public reparting burden fot this collection of information is estimated 1o average 0.25 hours:per response for registration-activities aod 625 hours per response
for information, inchiding Suggestions for reducing the burden to: Director, OPPE Information Managemeot Division (2137}, U.S, Environments] Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX
Date: August 15, 2067 EPA Reg NoJFile Symbol: 11556-132, 11556-135 Page 3 of 10
' |11556-133, 11556-134
Bayer Health Care, LLC Product: K9 Advantix® 1 for Dogs logredicot: Imidacloprid, CAS = 138261-41-3
Animal Health Division K9 Advantix® 20 for Dogs
P.O. Box 39_0 K% Advantix® 35 for Dogs Permethrin, CAS = 52645-53-1
Shavwnee Mission, KS 66201-9390¢ K9 Advantix® 100 for Dogs
Note
Guidetine Guldeline Study Name MRID Submitter | Status Report Number Description
Reference . Namber P
Number
- 3125 PER i
3123 PER
3125 PER ] -
- 3125 PER |7 '
g {1536 OWN '
11536 QOWN
B 3135 PER
B 3125 PER
T 7123 PER =
. 3125 PER ’
3125 PER

x:moiij/EPAdatamatrix/K 9 AdvantixDogs2007Augl5.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
40% M Street, 5,W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form to the address.

Peperwork Reduction Act Notice: The public roporting burden for this.collection of information is estimated 16 average 0.25 hours per response for registration activities and 025 hours per reépo_nse
for information, including suggestions for reducing the burden to: Direclor, OPPE Information Management Division (2137), U.S. Envifonmental Pmiection Agency, 401 M Sweet, 8.W,, Washington, DC

DATA MATRIX,
Date: August 13, 2007 EPA Rep No./File Symbol: 11556-132, 11556-135 Page 4 of 10
11556-133, 11556-134
Bayer Health Care, LLC Product: K9 Advantix® 10 for Dogs Ingredient: lmidacloprid, CAS = 133261-41-3
Animal Health Division K9 Adventix® 20 for Dogs
P.O. Box 39_0 _ K9 Advantix® 55 for Dogs Permethrin, CAS = 52645-533-1
Shawnee Mission, K§ 66201-03%0 K9 Advantix® 100 for Dogs
Guidel G § sote
uideline uideline Study Name MRID Submitter | Status yeserinti
Reference Number Report Number Description
Number

3125

PER

3125 PER

3125 PER

11556 OWN

3125 PER -
3125 PER

3125 PER

115356 OWH

amoiiiEPAdatamarix/K 9 AdvantixDogs2007Avgl 5.doc
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UNITED STATES ENVIRONMENTAE PROTECTION AGENCY
401 M Sgect, 3.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form 1o the address.

Paperwork-Kedietion. Act Notice: The public reporting burden for this coltection of information is eslimated to dverage 0,25 hours per resporise for registration aclivities and 025 hours per responsc
for ioforruation, including suggestions for reducing the burden to; Director, OPPE Information Managément Division (2137), U.S, Eovironmental Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX

Dates Augusl 15, 2007

EPA Reg No./file Symbol: 11556-132, 11556-135

11556+133, 11556-134

Page 5 of 10

Bayer Health Care, LLC Product: K9 Advantix® 10 for Dogs Togredient: Imidacloprd, CAS = 138261-41-3
Animal Health Division K9 Advantix® 20 for Dogs )
P.O. Box 39_9 ) K9 Advantix® 55 for Dogs Pesmethrin, CAS = 52643-53-1
Shawnee Mission, K8 66201-0390 K9 Advantix® 100 for Dogs
L L Note
g : 11_;5 :J:;i Gnideline Stndy Name g{ﬂu Submitter § Staius Report Nomber Deseriptioo
Number
R - 3125 PER
- - 3125 PER
) 3125 PER
3125 PER
11556 OWN
3125 PER.
3125 PER -
"3125 PER
323 PER
11556 OWN - .
3125 PER_| S
] 3125 PER ' -
3125 PER
11556 OWN
3125 PER.
3123 PER
3125 PER
_ L1556 OWR .
s 11556 OWN -
N 11556 OWN
o 3125 PER
-, 3125 PER
3125 PER

xmoii)/EPAdatamaln /K9 AdvantixDogs2(07Augl 5. doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strect, S.W,

WASHINGTON, B.C. 20460Form

Approved OMB No, 2070-0060

20460, Do not scnd the form to the address.

* Paperwork Reduction Acl Nolice: Thé public reporting burden for this colleetion of information is estimated to average 0.25 hours pér response for registralion activities and .025 hours per respo'nse' '
for information, including suggestions for reducing Ihe burden 1o: Direcler, OPPE Informalion Management Bivision {2137), U.S. Environmental Protection Agency, 401 M Sireet, 5.W._, Washington, DC

DATA MATRIX

Bale: August 15, 2007

EPA Reg No.J/File Symbol: 11556-132, 11556-135
11556-133, 11556-134

Page 6 of 10

Bayer Health Cave, LLC Product: K9 Advantix® 10 for Dogs logredient: Imidacloprid, CAS = 133261-41-3
: AInmal Health Division K9 Advantix® 20 for Dogs
P:0. Box 390 K9 Advantix® 55 for Dogs Permethsin, CAS = 52645-53-1
Shavwnee Mission, KS 66201-0390 K9 Advantix® 100 for Dogs
- - - - = NOte
gg’if:g:::f: Guideline Study Name ;t,'fnfgw Subunitter | Status Report Number Descriptioo
‘Number
i 3125 PER | . ST
. 3125 PER | ;'"'
s 3125 PER
323 PER |
v 3125 PER : T
3125 PER o
- 3125 PER
T 3125 PER
3125 PER
3125 PER
3125 PER . )
3125 PER - =
g 325 PER 7
3125 PER
3125 PER
3125 PER
- 3125 PER
3125 PER B
3125 PER )
_ 3125 PER |7
) 3125 PER ' .

xmoiiifEPAdatamatr /K9 AdvanlinDogs2007 Augl 5.doc
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UNITED STATES ENVIROMMENTAL PROTECTION AGENCY

401 M Sirect, 5.W.

WASHINGTON, D.C. 20460 Form

Approved OME No, 2070-0060

20460. Do nol send the form to the address.

 Paperwonk Reduction Act Nolice: The-public reporting burden for this collection of information is eslimalod fo.average 0.25 hours per response for registration sctivities and 025 hotirs per response
for information, including suggestions for reducing tlie burden to; Director, OPPE Information Management Division (2137), U.S. Environmeental Protection Agency, 401 M Street, S.W,, Washington, DC

DATA MATRIX

Date: August 15, 2007

EPA Reg NoJ/File Symbol: 11556-132, 11556-135
11556+133, 11556-134

Pagc 7 of 10

Bayer Heallh-Carce, LLC Product: K9 Adwantix® 10 for Dogs Ingredient: Imidacloprid, CAS = 138261-41-3
Animal Health Division K9 Advantix® 20 for Dogs
P.0. Box 390 %9 Advantix® 55 for Dogs Permethrin, CAS = 52645-53-1
Shawnee Mission, KS 662010390 K9 Advantix® 100 for Dogs
Nole
Guiddine Guideline Sludy Name I\-:IRH) Submitter | Status Ropart Number Description
Reference Number
Number
] 3125 PER . S
3125 PER -~ -
3128 PER y
_ 3125 PER
: 3125 PER
3125 PER
3125 PER
X 3125 PER
3125 PER
3125 PER
L 3125 PER
: 3125 PER
. 3125 PER
3125 PER
o 11556 QWN )
11556 OWN
11556 OWN
11556 OWN
11536 OWN .
11556 OWN

Xoii/EP Adatamatein/K A dvantixDogs2007 Augl S.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 8. W,
WASHINGTON, D.C. 20460 Fomm )
. _ . Approved OMB Nn. 2070-0060.
Paperwozk Reduction ActNotice: The public reporting burden for s eollection of information. is estimated to average 0.25 hours per response for registration activities and 025 hoxrs per response
for information, ineluding suggestions for reducing the burden to: Dircetor, OPPE lnfarmation Maocagement Division (2137), U.S, Environmental Protecilion Agency, 401 M Street, 5.W., Washington, DC
20460. Do nol send the form {o the address.
DATA MATRIX
Date: August 15,2007 EPA Reg NouJFile Symbol:  11556-132, 11556-135 Page § of 10
- . ) 11556-133, 11556-134
Bayer Health Care, LLC Product; K9 Advantix® 10 for Dogs Ingredieot: Imidocloprid, CAS = [38261-41-3
Animal Heallh Division K9 Advantix® 20 for Dogs
> 3
P.O. Box 390 K9 Advantix® 53 for Dogs Permethrin, CAS = 52645-53-1
Shawnee Mission, KS 66201-0390 K9 Advantix® 100 for Dogs
Guidel ; G s Note
wideline nidelinc Stedy Name MRID Submitter § Status ; PR
Refcreoce Number . Report Mumbert Deseription
Number
T T T 1155 OWN
o 11556 QOWN K
. y ST 11s8e OWN
T 111556 owN | . |
BT B : o 11556 owN | I S
11556 OWN | B TR
11556 own T - Tk
: 67505 PER | - N
R : ) : 67505 PER ’ :
R G ’ o ' 11556 OWN
o ’ : - T 11556 OWN
11356 OWN - R ¥
11556 owWN | |
xmoiifEPAdatamatri/K9AdvantgxDogs2007 Angl5.doc 08/152007
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
451 M Street, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB-No. 2670-0060

Paperwork Reduction Act Motice: The public reporting burden for this.collection-of #ifornation is estinated to average 6.25 hours per response for regisiration activities and: 425 liours per response
for information, ncluding suggestions for reduging the burden to: Direstor, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, 3.W., Washington, DC
2¢460. Do not send the form to the address.

DATA MATRIX

Date: August 15,2007

EPA Reg NoJ/File Symbol:

11556-132, 11556-135
115356-133, 11556-134

Page 9 of 10

Bayer Health Care, LLC Product: K3 Advantix® 10 for Dogs Ingredient: Imidaclopnid, CAS = 138261-41-3
Animal Health Division K9 Advantix® 20 for Dogs )
£.0. Box 390 K9 Advantix® 55 for Dogs Permethrin, CAS = 52645-53-1
Shawnes Mission, KS 562010350 K9 Advantix® 100 for Dags
Guidel c Note
uideline nideline Study Name MRID Submitter | Status P
Reference Number Report Number Description
Number

xmoiij/EP Adatamateix/K 9 AdvantixDags2007Aug 1 5.doc

08/152007
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S;W.
WASHINGTON, D.C, 20460 Form

Appraved OMB No. 2070-0060

20460. Do not send the form 10 the address.

Paperwork Rednction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per responsc for registrat ;
for information, mcluding snggestions for redneing the burdern to: Director, OPPE Information Management Diviston (2137), U.S. Environimental Proieetion Agency, 401 M Street, S.W., Washingtoo, DC

fon-activities and 025 hours per response

DATA MATRIX
Diate: August 15, 2007 EPA Reg NoJ/File Symbol: 11556-132, 11556-135 Page 10of 10
- 1556-133, 11556-134
Ba}_{cr Health Carg, LLC Prodoet: K9 Advantix® 10 for Dogs lagredleot: Imidacloprid, CAS = 13826141-3
Animat Health Division K9 Advantix® 20 for Dogs
P.O.Box390 K9 Advantix® 55 for Dogs Permethirin, CAS = 52645-53-1
Shawnee Mission, KS 66201-0390 K9 Advantix® 100 for Degs
Guideline Guidelioe —
uidelige uidelioe Study Name MRID Submitter | Status T it
Reference Nomber . Repgrt Numbcr Description
Number

Signature '%%/M\
(/ (,// /

Douglas A. Spilker August 15, 2007
Manager, EPA Regulatory Affairs
LY
xanoifj/EPAdatamatrix/K9AdvantixDogs2007Aug1 5.doc 08/152007
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Baver CropsScience

February 28, 2007

Document Processing Desk

Office of Pesticide Programs (7505P)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, Virginia 22202-4501

Attention: Mr. Tom Harris (PM 01, RD)
Re:  Letter of Authorization: Imidacloprid

Bayer HealthCare LLC, Animal Health Division (BHC) —
Advantage® Plus Application for Registration

. Bayer CropScience
Dear Mr. Harris, : Z TW. Alexander Deve
P. Q. Box 12014

Research Triangle Park.

Bayer CropScience LP (BCS) hereby authorizes the Agency to refer to any NC 27709
research and/or test data on our active ingredient imidacloprid (the active Tel: 916 549-2000
ingredient in ADMIRE® and PROVADO®) in support of the applications for

registration of Advantage® Plus 9 (EPA File Symbol: 11556-REA),

Advantage® Plus 18 (EPA File Symbol: 11556-REQ), Advantage® Plus 10

(EPA File Symbol: 11556-REI), Advantage® Plus 20 (EPA File Symbol:

IISSG-REL%, Advantage® Plus 55 (EPA File Symbol: 11556-RET) and

Advantage™ Plus 100 (EPA File Symbol: 11556-RGN), submitted by Bayer

HealthCare LLC, Animal Health Division (BHC}, P.O. Box 390, Shawnee

Mission, K.S, 66201-0390.

Furthermore, BCS and BHC are wholly owned subsidiaries of Bayer

Corporation. Both companies seek product registrations for products

containing the active ingredient imidacloprid. Any confidential business

information released by the Agency in data evaluation records or other

documents for company number 264 can be disclosed without restriction to R
the BHC, company number 11556. In addition, the Agency is authorizedto ¢e<¢=¢
refer to any research and/or test data submitted under company number 264 iin  © ¢
support of applications for registration from Bayer HealthCare LLC, Animal <¢:<<¢

Health Division (BHC), company number 11556. (et e



Please contact me at jamin.huang@bayercropscience.com or at $19-549-2634 if you have any
questions regarding this submission.

Sincerely,

oy

Jamin Huang, Ph.D.
Product Registration Manager

CC: Doug Spilker, Ph.D., Bayer HealthCare LLC, Animal Health Division
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MeLAUGHIIN GORMLEY KING COMPANY

8810 Tenth Avenue North « Minneapolis, MN 55427-4319 U.S.A.
763-544-0341 » 800-6456466 * Fax 763-544-6437 » www.mgk.com

February 28, 2007

Mr. Tom Harris, Acting PM 1

Office of Pesticide Programs (H7504P)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Subject: Bayer Animal Health
Dear Mr. Harris:

This letter serves as authorization, in accordance with our agreement with the registrant, to refer
to the following data submitted by McLaughlin Gormley King Company to EPA for the subject
company's registration.

MGK Efficacy Data: MRID #45086801 - Submitted to EPA Reg. No. 1021-1619

Registrant’s Product: Advantage® Plus 9
Advantage® Plus 18
Advantage® Plus 10
Advantage® Plus 20
Advantage® Plus 55
Advantage® Plus 100

EPA Reg. Nos.: 11556-REA
11556-REC
11556-REI
11556-REL
11556-RET
11556-RGN

Although this is anthorization to rely on MGK data for the subject company's subject registration,
absolutely no data of a confidential nature is to be disclosed to them. Kol d

[y bc

<

Sincerely,

McLAUGHLIN GORMLEY KING COMPANY | G
Julie B. Schiekau . ¢

Registration Specialist
Quality Products Since 18902



IFee for Servicel  {807420r~

This package includes the following for Division

> New Registration ~AD

* Amendment “BPPD

*RD |
| Stydies? - Fee Waiver? Risk M 1
o S r.

Vvolpay % Reduction: @__é | J

Receipt No. S-| 807420

EPA File Symbol/Reg. No. 11556-REl

Pin-Punch Date: 3/9/2007
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Fee for Service i

[ S . — e e o

| This package includes the following | | for Division -
7 New Registration | YAD
| ©BPPD
| #mendment | |
{ ! C RD
OQtudies?  DFee Waiver? | l

| | Risk Mgr. [ o
‘mipay % Reduction: J0/u | |

. — L _ |
Receipt No. S- a
EPA File Symbol/Reg. No. (5350 5L f)-llf'i/c/)
Pin-Punch Date: 7 /5 /59 |

[ This item is NOT subjectto FFS action.

. Action Code: | Parent/Child Decisions:
-Requested: : - EJ OL-“’L sk 1§y
| Granted: | 3 (/ I!
Amount Due: § _ 94T do | i
Reviewer: L %':)/ Y —— Date: 7/2:2/0
Remarks: /
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SR P UNITE. 3TATES ENVIRONMENTAL PROTECTIO. AGENCY
£ WASHINGTON, D.C. 20460

N\v74

A paove”

FNOHM
Agens?

‘}{-b

March 23, 2007
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

PLEASE RETURN A COPY OF THIS LETTER WITH PAYMENT

OPP Decision Number: D-215323

EPA File Symbol or Registration Number: 11556-REI
Product Name: Advantage Plus 10 for Dogs

EPA Receipt Date: 09-Mar-2007

EPA Company Number: 11556

Company Name: BAYER HEATTHCARELIC

TERRY MCNAMARA

BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice

Dear Registrant:

The Office of Pesticide Programs has received your Notice of Intent to Submit Voluntary
Payment for the action described below.

The Action has been identified as Action Code: R31.1

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACY);Reduced Fee:
Linked to PRIA Application;

The net amount due was calculated by determining the fee associated with this action (from
the March 17, 2004 Federal Register Notice). Any previously submitted tolerance fees were
subtracted from this amount. This amount was further reduced in proportion to the amount of
work that has been done on the action prior to March 23, 2004,
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You may be eligible for a %-h.‘ or partial waiver of the registration sérvl'ce if, for example, you
qualify as a small business or are applying for a minor use, or if your application is solely
associated with an IR-4 tolerance petition. Please be advised that if you intend to request a
waiver, you must do so in writing within 15 days of receipt of this invoice instead of remitting
the amount indicated below. OPP will not consider waiver requests after the registration service
fee has been paid. Information regarding eligibility and how to request and document a fee
waiver is available on the OPP Fee for Service web site at www.epa.gov/pesticides/fees.

Please remit payment in the amount of: § 945 to:

By USPS:
USEPA Washington Finance Center
Pesticide Registration Service Fee
PO Box 360277
Pittsburgh, PA 15251 -

By Courier:
U.8. EPA Washington Finance Center
Pesticide Registration Service Fee
C/O Mellon Client Service Center
500 Ross Street, Room 670
Box 360277
Pittsburgh, PA 15251-6277
Attn: EPA Module Supervisor
Telephone: (412) 236-2294

All payments must be in United States currency by check, bank draft, or money order drawn
to the order of the Environmental Protection Agency. To ensure proper credit, please write the
OPP DECISION NUMBER on your check, and enclose a copy of this letter with your payment.

If the Agency does not receive certification of payment of this voluntary fee within the next
90 days, the Agency will presume that you no longer want this action to be considered under the
Pesticide Registration Improvement Act (PRIA). The Agency would then return this action to its
place in the registration queue with other pending actions not subject to the decision time review
period requirements of PRIA.

If you have any questions, please contact the Pesticide Registration Service Fee Ombudsman
Sincerely,

ol Tl

Lois Rossi,' Director
Registration Division
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